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1. The Duration of Immunity after Vaccination with — 
BCG. [In English] 

O. Wasz-Héckert. Acta Paediatrica [Acta paediatr., 
Stockh. 35, 89-107, 1948. 26 refs. 


The author set out to determine the duration of 
immunity after B.C.G. vaccination by investigating the 
histories of 1,702 children in the Stockholm Children’s 
Hospitals. The material was unselected and considered 
to be representative of Stockholm as a whole. Tuber- 
culin testing was carried out at intervals varying from 
6 months to 8 years after vaccination. In 833 (49%) 
vaccination was performed before the age of 2 months, 
in 438 (25-7%) between 3 months and 2 years, and in 431 
(25:3%) between the ages of 3 and 14 years—most of this 
last group being bétween 3 and 6 years old. Since three- 
quarters of the children were under the age of 3 years, 
a reliable history of exposure, when it occurred, could be 
obtained in the majority of cases. The author points 
out that positive tuberculin reactions in vaccinated chil- 
dren may be due to one of three factors: the vaccination, 
a superinfection, or an infection acquired after the 
vaccination sensitivity has disappeared. As regards the 
duration of allergy, a negative tuberculin reaction is more 
valuable than a positive because it indicates that arti- 
ficial immunization has died out and there has been 
no virulent superinfection. Reactions were considered 
negative if the area of redness and infiltration after 
72 hours was less than 10x 10 mm., 1 mg. of old tuber- 
culin having been used as the test dose for the Mantoux 
reaction. In this series, reactions in 4-1% became 
negative within 1 year of vaccination, 7:5% between 
1 year and 2 years, 11-39% between 2 and 4 years, and 
17-5% after 6 years. 

Reference is made to the individual factor in deter- 
mining sensitivity, Tornell having shown that children 
who react strongly after vaccination retain their sensitivity 
for a longer period. Age and exposure are other factors 
which must be considered. Immunity persisted longer 
in those children vaccinated when older, partly because 
of poor antibody formation in infancy and partly 
because the possibility of superinfection is greater in 
older children, Of the series, 6-4°% were known to have 
been exposed, and 98% of these reacted positively; 11% 
were possibly exposed and 97% of these reacted. In 
82-6% there was no history of exposure and 93% of these 
reacted—a statistically significant difference. 

Tuberculin retesting and further vaccination if the 
reaction proves negative are advocated at 3, 7, 10, 15, and 
20 years. Since 10% of the vaccinated children had 
become tuberculin-negative after 3 years and 20% after 
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6 years, retesting and revaccination are important 
factors in controlling infection. Otherwise there is a 
risk that the negative reactors will acquire a virulent 
infection and B.C.G. vaccination will be discredited. 
In the series here reported, 6 children contracted primary 
tuberculosis, but in 5 it was of an unusually benign type, 
which the author attributes to the vaccination. None 
died. There were 2 fatal cases of tuberculous menin- 
gitis, but in each the exposure to tuberculosis occurred 
before the infants had become tuberculin-positive after 
their vaccination. Six other children were admitted with 
the diagnosis of primary tuberculosis but were subse- 
quently proved to be non-tuberculous. 
W. F. Gaisford 


2. B.C.G. Vaccination: Is it of any Value in Control 
of Tuberculosis? 

A. WALLGREN. British Medical Journal [Brit. med. J.] 
1, 1126-1129, June 12, 1948. 11 refs. 


This paper is written to refute the criticisms of Wilson 
(Brit. med. J., 1947, 2, 855) of B.C.G. vaccination. . The 
author takes up the cudgels on behalf of himself, Rosen- 
thal et al., and Levine and Sackett, all of whom investi- 
gated children; Ferguson and Nordwall, who dealt with 
nurses; Aronson and Palmer, who investigated N. 
American Indians, and Hyge, who in 1947 studied an 
epidemic of tuberculosis in a girls’ school. After 
referring to the work of Heimbeck, he concludes by 
dealing briefly and seriatim with Wilson’s seven points of 
possible difficulty and disadvantage entailed in the use of 
B.C.G. G. O. Mitchell 


3. The Efficacy of B.C.G. Vaccination 


H. Macmros. British Medical Journal (Brit. med. J.] 1, 
1129-1132, June 12, 1948. 2 figs., 18 refs. : 


This paper is also inspired by the criticisms of Wilson 
(Brit. med. J., 1947, 2, 855). The difficulty of pro- 
curing comparable control material in human experi- 
mental work is stressed as a factor tending to postpone 
the definite proof of the value of B.C.G. vaccination, but 
experience in Scandinavia seems to confirm the assump-— 
tion that the measure confers a certain amount of pro- 
tection. Of 22,413 B.C.G.-vaccinated individuals in | 
Oerebro, Sweden, during 1942-7, only 1 developed 
tuberculosis. The author considers the publication of 
Hyge (Acta tuberc. scand., 1947, 2, 1) to furnish the 
best evidence to date of the efficacy of B.C.G. vaccina-. 
tion. Vaccination of all newborn infants and of non- 
reactors to the Mantoux test is advocated. 
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[The belief of the authors of these two papers in the 
efficacy of B.C.G. vaccination in Scandinavia seems to be 
amply justified. Wilson was concerned, not with assess- 
ing its value, but with the adverse evidence, and wanted a 
controlled investigation under English conditions.]_. 

G. O. Mitchell 


4. Experiments on the Réle of the Chicken Mite, 
Dermanyssus gallinae, and the Mosquito in the Epi- 
demiology of St. Louis Encephalitis 

M. G. SmitH, R. J. BLATTNER, F. M. Heys, and A. 
Journal of Experimental Medicine [J. exp. Med.} 
87, 119-138, Feb. 1, 1948. 1 fig., 29 refs. 


The demonstration of St. Louis encephalitis virus 
in culicine mosquitoes during epidemic periods, the 
experimental transmission of virus to animals by mos- 
quito-bite, and the serological inference of natural virus 
infection in vertebrates, including birds, though perhaps 
elucidating much of the spread of the disease in human 
communities in the epidemic period, accounts neither for 
the persistence of the virus in a district in the inter- 
epidemic period, nor for the rarity of epidemics in 
localities where endemic cases occur from year to year; 
because the viruS does not survive long in the mosquito, 
and the infected vertebrate does not appear to be more 
than a very transient source of virus. 

The authors have previously shown that in the chicken 
mite (Dermanyssus gallinae) the virus is transferred 
congenitally to the offspring, and that a colony of mites, 
once infected, remains so indefinitely. They have now 
shown that mosquitoes fed upon chickens suffering from 
a St. Louis encephalitis viraemia acquire the virus, and 
can transmit it to chickens and hamsters. Seven species 
of mosquitoes were infected with virus by feeding upon 
infective brain tissue or upon chickens with viraemia pro- 
duced either by infection or by the bite of infected mites; 
and all the species transmitted the virus at times varying 
from 5 to 33 days after the infective meal. The virus was 
transmitted to hamsters by Culex pipiens at times varying 
from 4 to 27 days after feeding on infected chickens, 
producing a viraemia but not an encephalitis. 

In most of the tests for the presence of virus a pre- 
liminary passage of the test material through chick 
embryo by way of the chorio-allantois was necessary for 
the demonstration of typical disease in mice. The facts 
suggest that the chicken mite is a permanent reservoir of 
the St. Louis encephalitis virus, and that transmission 
to man occurs by mosquitoes that have fed upon chicken 
in the viraemic state that follows a bite by infected mites. 

A. A. Miles 


5. Swimming Pools. Their Relation to IlIness 
J. R. GALLAGHER. New England Journal of Medicine 
{New Engl. J. Med.) 238, 899-903, June 24, 1948. 5 refs. 


An investigation was undertaken to ascertain whether 
there was any difference in the incidence of illness between 
‘swimmers and those not using the swimming pool at a 
New England boys’ boarding school. Records of the 
swimming-pool attendance and of the incidence of 
respiratory and other infections were kept for the 


7 years 1941-7. These records cover the winter term 
portion-of the swimming season, that is, the 8 weeks 
after the first week in January. The pool is an indoor one 
and the water is kept at a high standard of purity 
by chlorination and filtration. Chlorine and bacterial 
content are frequently checked. Boys with a definite 
history of susceptibility to middle ear or sinus infections 
are excluded from swimming, and all swimmers and 
their coaches are warned against entering the pool if 
they have any upper respiratory infection. [It is pos- 
sible also that the swimmers were to some extent self- 
selected; boys subject to respiratory infections might 
choose alternative exercise during the winter.] 

The results of the investigation show that for respira- 
tory tract infections both the hospital admission rate and 
the number of days spent in hospital were 14% higher 
among swimmers. Common colds were 10%, and acute 
pharyngitis 20%, commoner among swimmers. Mumps 
and measles seemed to spread much more readily 
among swimmers, but primary atypical pneumonia (27 
cases only) attacked non-swimmers more frequently, in 
the ratio of 3 to 1. There was no difference in the 
incidence of otitis media, but the rate for the small 
number of cases of acute sinusitis was twice as high among 
the swimmers. The effect of chance is (presumably) 
illustrated by the fact that all of the small number of cases 
of scarlet fever (precise number not stated) and of 
chickenpox (20 cases) occurred among the non-swimmers. 
Despite the higher incidence of respiratory disease among 
swimmers, the average number of days spent by them in 
hospital for all causes is only 2% higher than the average 
for non-swimmers. This is in large part due to the 
much higher accident incidence amongst those taking 
part in alternative sports, such as wrestling and basketball. 

{The author of this carefully written paper concludes 
that his results do not suggest that the benefits of a 
properly controlled swimming pool are counterbalanced 
by its effect upon either the incidence or the duration of 
illness. It is to be hoped that further investigation of 
this important topic will be undertaken.] 

C. E. Donaldson 


6. Survival of Bacteria in a Precooked, Fresh-frozen 
Food 

M. F. GUNDERSON and K. D. Rose. Food Research 
[Food Res.] 13, 254-263, May-June, 1948. 3 figs., 
19 refs. 


Chicken chow mein (a cooked chicken food of chicken 
meat, noodles, vegetables, and sauce, with a pH of 6-0 
and containing much colloid matter—mainly fat) was 
contaminated with strains of Bacterium coli, Salmonella, 
and Aerobacter aerogenes, 0-5-ml. quantities of 16-hour 
to 20-hour broth cultures being inoculated into 250-g. 
quantities of the sterile food. Sampling was per- 
formed by shaking 1 in 10 dilutions of samples of the 
food in sterile wide-mouthed bottles and carrying out 
further dilutions and platings from these. Counts were 
made on appropriate media. Primary counts were made 
and the material was stored at —14° F.(—25-5°C.). This 
temperature was chosen as it corresponds to that used in 
local plants and “ falls within the range in which all free 
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water is frozen in a biocolloid, and in which ‘ storage 
death’ occurs”. The change in bacterial count during 
the storage period of 9 months was studied; there was a 
rapid decline until the fourteenth day, after which a more 
or less stable population remained. 

No particular effect appeared to be produced by the 
colloid content of the food, though previous Work on 
cherry juice and strawberries indicated that physical 
consistency of the suspension media may have a bearing 
on survival. Among organisms tested in these investiga- 
tions 20% of Salmonella typhimurium and 8% of Salm. 
paratyphi B survived for 9 months. Survival of the 
normal flora in boned chicken and chicken chow mein 
at the same temperature was also investigated. Samples 
diluted 1 in 10 were mixed in a Waring blender. Cul- 
tures showed a sharp reduction in coliform bacteria 
with slow decrease in total organisms. Since even the 
organisms for which they are used are inhibited by 
selective media to a certain degree, counts of both 
Bact. coli and A. aerogenes were lower on violet red 
bile agar than on tryptone glucose extract agar. Further- 
more, the ratio of viable counts on these two media 
steadily fell as samples from —14° F. were examined at 
intervals. 

Thus, cold storage renders viable organisms more 
susceptible to inhibitory substances, and selective media 
may give only 12 to 25% accurate results in the bacterio- 
logical examination of cold-stored food. Cold-stored 
chicken salad was also examined; 5 out of 8 samples 
contained haemolytic Staphylococcus aureus. 

G. T. L. Archer 


7. Survival of Salmonella in Reconstituted Egg Powder 
Subjected to Holding and Scrambling 

M. Sotowey and E. J. CaLesnick. Food Research 
[Food Res.] 13, 216-226, May-June, 1948. 9 refs. 


Powdered egg was reconstituted 1 to 3 by weight with 
sterile distilled water and mechanically mixed. Where 
indicated a test bacterial suspension was added and mix- 
ing continued for 1 minute. Viable counts were made 
by surface plating of serial dilutions, and qualitative 
tests for salmonella by the use of “ selenite-F ”’ broth, 
and SS and bismuth sulphite agar. The same media 
were employed, in 10 ml., 1 ml., and 0-1 ml. amounts, 
for quantitative salmonella determinations. Suspect 
colonies were tested with O group antisera, complete 
identification being carried out in doubtful cases. The 
egg was scrambled by a “ beaker’ method in a water 
bath and a “ skillet *’ method on a cast-iron skillet over a 
gas flame. 

Generally, 60 g. of reconstituted egg was used in each 
test scramble, and the whole was cultured by mixing while 
still hot with an equal volume of selenite-F in a mechanical 
mixer, followed by incubation at 37° C. and subculture. 
From 170 to 23,900 Salmonella oranienburg per g. were 
added to egg powder with an initial low bacterial content 
and samples held at 5°, 25°, 37°, 45°, and 55°C. 
Naturally contaminated egg powder was similarly treated. 
Viable counts were made at 0, 2, 4, 6, and 24 hours from 
each sample. At 5° C. viable counts were unchanged. 
Multiplication occurred at all other temperatures except 


55° C. when specimens contained no salmonella after 
2 hours. Further naturally contaminated specimens 
containing an approximately equal number of salmonella 
but with total viable counts varying from 5,300 to 25,300 
organisms per g. were held at room temperature. In 3 of 
4 samples salmonella multiplication was rapid. Similar 
treatment of salmonella-negative samples failed to 
reveal the presence of salmonella on testing in enrichment 
media. 

Batches of reconstituted egg contaminated with 800 
to 8,000 Salm. oranienburg, Salm. pullorum, or Salm. senf- 
tenberg per g. were scrambled both before, and at 2, 4, 6, 
and 24 hour intervals after, holding at room temperature. 
Salmonella strains were recovered from 84 to 287 
specimens; 9 out of 28 specimens held at 5° C. were also 
positive. Positive results were obtained from eggs 
scrambled immediately after reconstitution but more 
frequently after prolonged holding at room temperature. 
Cooking times varied from less than 1 minute to 7 minutes 
and approximately one-third of samples were positive 
after cooking by either the beaker or the skillet method, 
including 2 after cooking for 7 to 8 minutes at a tempera- 
ture of 69° to 72°C. Similar results were obtained with 
larger quantities and prolonged cooking time. Naturally 
contaminated egg was also scrambled, with approximately 
25% positive results from specimens held at room tem- 
perature. In this case no positive results were obtained 
from samples held at 5° C. 

“It is evident that the common methods of scrambling 
egg cannot be depended upon to destroy (salmonella) 
organisms in contaminated egg ’’; rapid multiplication in 
reconstituted egg indicates the desirability for its imme- 
diate use after reconstitution. G. T. L. Archer 


8. Milk as the Transmitting Agent of Q Fever to 
Man and Animals in Greece. (Le lait, source de con- 
tamination de l"homme et des animaux dans la trans- 
mission de la fi¢évre du Queensland observée en Gréce) 

J. CAMINOPETROS. Bulletin de Académie Nationale de 
Meédicine [Bull. Acad. nat. Méd., Paris} 132, 468-471, 
July 13, 1948. 5 refs. 


The author, who is in charge of the Pasteur Institute, 
Athens, discusses the evidence for the transmission of 
Queensland fever by contaminated milk. He states that 
Q fever was observed in Greece in 1943, and that 
English troops became infected on their arrival in 1944. 
In 1945 the causal agent was identified as Rickett- 
sia burneti. Experimental investigations proved the 
ability of this rickettsia to survive in vitro for upwards of 
2 years; it was filterable from blood, and had the power 
of causing subclinical infections in guinea-pigs followed 
by lasting immunity. Complement fixation revealed the 
presence of infection in many symptomless sanitary and 
hospital workers who had been unwittingly infected. 

The theory that Q fever may be transmitted by 
ticks was discounted by the occurrence of numerous 
cases in a season when ticks are in abeyance, and their 
abrupt cessation in the hot season when ticks are 
abundant. The fact that the disease may become 
endemic made it seem unlikely that human sputum could 
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be considered a principal source of spread. It was con- 
cluded that the milk of sheep and goats was the most 
likely source of infection. Supporting this contention, 
the author points to the susceptibility of sheep and goats 
to Q fever, which causes in them a nasal discharge 
which is highly infective to guinea-pigs; sheep, dogs, and 
cats are also susceptible. Inoculations from the urine 
of animal cases proved uniformly negative, whereas 
milk was positive in a considerable proportion of cases 
for at least 3 months after termination of the fever. 
The rickettsia was isolated from herds of goats in the 
vicinity of Athens, though no lesion of the teats was 
apparent. Further investigation demonstrated trans- 
mission of the rickettsia to kids during lactation, though 
it was absent from carcases of those newly born of infected 
dams, indicating non-transmission through the placenta. 
The author considers milk to be the most likely source of 
human infection. In both animals and human beings 
the respiratory tract is highly susceptible to the rickettsia, 
which can reach it readily from the nasopharynx when 
milk is swallowed. Jos. B. Ellison 


9. Diphtheria Immunization. Use of an Alum-precipi- 
tated Mixture of Pertussis Vaccine and Diphtheria Toxoid 
J. A. BELL. Journal of the American Medical Association 
[J. Amer. med. Ass.] 137, 1009-1016, July 17, 1948. 13 
refs. 


The author reports from the U.S. Public Health Service 
an elaborate statistical investigation into the immunizing 
power of a mixture of alum-precipitated diphtheria toxoid’ 
with pertussis vaccine compared with that of alum-toxoid 
alone. The mixed agent was prepared so as to contain 
10,000 million killed phase I Haemophilus pertussis 
organisms in each dose. For the unmixed preparation 
two parts of the toxoid were mixed with one part of iso- 
tonic saline in place of the pertussis organisms. These 
preparations were injected into a random sample of the 
infant population of Norfolk, Va. It was found that 
the mixed agent given in 2 doses at 4-weekly intervals 
not only gave better protection against diphtheria, as 
evidenced by Schick reactions, than did the plain toxoid, 
but was also effective in immunizing infants of from 
2 to 5 months old. One year after immunization the 
Schick test showed that: (1) Children receiving 2 doses 
of unmixed toxoid had 3 times as many failures as 
those who had 2 doses of the mixed preparation; a 
similar difference was noted for those who had only 
1 injection of the mixed toxoid. (2) Children who 
received 1 dose only had 3 times as many failures as those 
who received 2, irrespective of the preparation used. 
(3) Children who had 2 injections at 2 to 5 months 
of age had twice as many failures as those receiving 
at least 1 of their injections between the ages of 6 and 
23 months, whichever preparation was used. (4) Chil- 
dren receiving 2 doses of the mixed product before 
6 months of age were more successfully immunized 
than any who received only alum-toxoid at any age 
from 2 to 23 months. 

[The statistical investigation here detailed seems to 
have been uhdertaken with every mathematical pre- 


caution against fallacies of sampling, but the author 


suggests no reason why the addition of H. pertussis 
to diphtheria toxoid seems to enhance its immunizing 
properties to such a remarkable extent, nor does he 
consider any effects on the incidence of whooping- 
cough in the population under observation. It is noted 
that there were undesirable reactions.] Jos. B. Ellison 


10. The Duration of Life of Tubercle Bacilli in Sewage, 
(Uber die Lebensdauer der Tuberkelbazillen in Abwas- 
sern) 

A. HONKANEN. Acta Societatis Medicorum Fennicae 
“* Duodecim” [Acta Soc. Med. Duodecim ”’] 24, 31-40, 
1947. 27 refs. 


Although sputa and sputum cups are sterilized in an 
autoclave in the Finnish sanatoria, the water used by 
tuberculous patients for rinsing the mouth and their 
faeces are discharged into a drain. Although the 
dilution of the tubercle bacilli in this water is con- 
siderable and therefore harmless to human beings, cattle 
grazing near the water showed a positive reaction to 
tuberculin. 

The author describes experiments with tubercle bacilli 
in waste water from sanatoria. The bacilli remain 
infective in winter for 5 months when kept in the dark, 
and at least for 4 months in the light, and for the same 
length of time when kept in summer under dark condi- 
tions. [These findings are an important contribution to 
veterinary medicine, especially in countries where bovine 
tuberculosis occurs.] Franz Heimann 


11. Bactericidal Properties of Chloramines and Free 
Chlorine in Water 

C. T. Buttrerrietp. Public Health Reports, Washington 
[Publ. Hlth Rep., Wash.] 63, 934-940, July 16, 1948. 
5 figs., 4 refs. 


For the disinfection of water it is known that sufficient 
chlorine must be added to satisfy the chlorine demand of 
the water and provide a residual chlorine concentration 
which will increase disinfection. Unfortunately the 
bactericidal results with standard amounts of residual 
chlorine have been inconsistent and often unsatisfactory. 
It is now known that free chlorine is a better disinfecting 
agent than chloramines, that the standard ortho-tolidine 
test does not differentiate between free chlorine and 
chloramine residuals, that pH and temperature affect the 
efficiency of free chlorine and chloramine, and that 
failure to differentiate between free chlorine and chlor- 
amine has led to inconstant and unsatisfactory results. 
Studies were made of the bactericidal properties of both 
these agents separately at different pH values and at 
different temperatures, a number of differing organisms 


being used. 


From figures reproduced it is seen that, exactly at 
break point, no free chlorine or chloramine remains; 
it can be shown that at this point no bactericidal action 
occurs. From a study of these figures it is also quite 
evident that free chlorine is a much better bactericidal 
agent than chloramine. It is also thought that the pro- 
per use of free chlorine will eliminate many undesirable 
tastes and odours. 
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The position may be summarized thus: (1) The longer 
the time of contact between organisms and disinfecting 
medium the more effective the sterilization. (2) The 
higher the temperature of the water in which the contact 
is made, the better the sterilization. (3) The higher the 
pH of the water in which the contact is made, the poorer 
the sterilization. (4) Other things being equal, it takes 
very much longer to sterilize water with chloramine 
than with frée chlorine, unless the amount of chloramine 
is 25 times that of free chlorine needed. (5) When 
similar amounts of residual chloramine and free chlorine 
are used the contact period for chloramine must be 
100 times that for chlorine if a 100% kill is to-be obtained. 

Cecil Herington 


12. Relation of Reported Cases of Typhus Fever to 
Location, Temperature, and Precipitation 

Cc. R. Eskey and F. M. Hempnuitrt. Public Health 
Reports, Washington [Publ. Hith Rep., Wash.) 63, 941- 
948, July 16, 1948. 4 figs., 3 refs. 


Nearly 95% of the 36,000 cases of murine typhus 
reported to the U.S. Public Health Service for the period 
1913 to 1944 occurred in North Carolina, Georgia, 
South Carolina, Florida, Alabama, Mississippi, Louisiana, 
and Texas and the data used in this study are confined to 
these States. 

Reports of murine typhus have increased since its 
first recognition, because of better diagnosis and 
possibly an increase in incidence. Cases reported 
. between 1939 and 1944 form the basis of this study. 
Spot maps of successive years show concentrations in the 
same areas, and indicate the occurrence of areas of 
different intensity. The heaviest foci occur in a belt from 
the Atlantic coastline of South Carolina and Georgia 
westward along the northern border of the Gulf of 
Mexico into the central portion of Texas. The concen- 
tration of cases declines north of this zone. Further 
study shows that the highest incidence of the disease is 
in the summer and autumn in all zones and that differences 
in rates may be due to such influences as temperature 
and rainfall. There is a significant association between 
low mortality rates for typhus and low winter tempera- 
tures for each respective degree of latitude northward 
from 31 degrees. Rates are higher in southern than in 
northern latitudes, except in Florida, indicating that 
typhus is rarely transmitted north of 33 degrees. Pos- 
sibly the lower temperature of winter months in northern 
latitudes is one of the factors producing low rates of 
typhus fever. 

In 1940 the number of cases reported was about 37% 
lower than in 1939 and this reduction coincided with 
abnormally low temperature recordings in January 
throughout the Southern States. This tends to confirm 
the role of temperature in the transmission of typhus. 
There was no significant association between rainfall and 
reported cases for the time periods and geographic 
locations studied. Correlation coefficients of reported 
typhus incidence, temperature, and precipitation show 
that higher coefficients result when temperature is 
correlated with reported cases than when precipitation is 
correlated, and that, when_monthly averages for the 


period are correlated, the coefficients and the accom- 
panying standard errors are accentuated and usually the 
coefficients are increased. In addition no significant 
correlation is shown between monthly precipitation and ~ 
reported cases and a fair degree of correlation is shown 
between temperature and reported cases for each zone. 
Cecil Herington 


13. Endemic Influenza 

COMMISSION ON ACUTE RESPIRATORY DISEASES. American 
Journal of Hygiene (Amer. J. Hyg.| 47, 290-296, May, 
1948. 1 fig., 36 refs. 


Influenza occurs as localized outbreaks or as sporadic 
cases in non-epidemic periods, suggesting that the 
influenza virus remains in constant circulation in a 
population; . the consequent implication that influenza 
could be found by intensive search in a large population 
was tested by a survey lasting 34 years at a large army 
post at Fort Bragg, North Carolina. A routine sero- 
logical study was made of 2,932 patients with acute 
respiratory disease admitted to the station hospital 
between November, 1942, and March,’ 1946. Acute 
phase sera were obtained on admission and convalescent 
phase sera about the twenty-first day, and were tested for 
antibodies to the PR8 strain of influenza virus A and 
the Lee strain of influenza virus B; the diagnosis of 
influenza was based on a four-fold, or greater, increase 
in titre between acute and convalescent phase sera, with a 
necessary modification following the routine use of 
influenza vaccine in the army from October, 1945. 

There were 223 cases of influenza A and 33 cases of 
influenza B, occurring in epidemic form as well as in 
small groups of cases, with 6 months as the longest free 
interval for influenza A and 9 months for influenza B; 
the difficulty in the clinical diagnosis of influenza in non- 
epidemic periods is shown by the fact that such diagnosis 
was made in only 5 of 45 cases. The conclusion is 
offered that influenza A and B are endemic diseases which 
periodically erupt in epidemic form, the virus persisting 
between epidemic periods by ‘case-to-case transfer. 

F. T. H. Wood 


14. Vaccination Against Influenza A 

H. MELLANBy, C. H. ANDREwES, J. A. DUDGEON, and 
D. G. MacKay. Lancet [Lancet] 1, 978-982, June 26, 
1948. 3 figs., 14 refs. 


The vaccine used in this trial was a formolized 
influenza-A vaccine made from infected allantoic fluid 
and inactivated with 1 in 2,000 formalin. The vaccine 
was tested by measuring the antibody response to an 
intramuscular injection; 83° of adults showed more 
than a four-fold rise in antibodies. The average rise was 
over six-fold. The trials were made in such places as 
boarding schools, army training centres, and mental 
hospitals, and 20,000 persons were inoculated. A 
similar number of non-inoculated controls weré observed. 
Unfortunately during the period of the trial influenza was 
not common although in two establishments incidences 
of 14-5 and 22% were recorded among the controls. 
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In two schools in which there was a definite outbreak of 
influenza the vaccine was shown to have had some effect. 
In one the incidence among the vaccinated was 11% as 
compared with 21% among the controls; in the other 
the incidences were 11 and 17-3% respectively. In an 
army establishment 7-3% of the vaccinated were affected 
as compared with 8-3% of the controls. The authors 
conclude that the vaccine had not produced any striking 
reduction in the incidence of influenza; the results were 
thus much less encouraging than those obtained in a 
number of trials in the United States. Scott Thomson 


15. Influenza A in Great Britain 1946-47 

J. A. DupDGEON, H. MELLANBY, R. E. GLover, and C. H. 
ANpDREWES. British Journal of Experimental Pathology 
(Brit. J. exp. Path.] 29, 132-141, April, 1948. 17 refs. 


This is a report from the National Institute for Medical 
Research, London, of laboratory investigations under- 
taken during a mild epidemic of influenza A which 
appeared in England during January, 1947. No general 
epidemic developed amongst the civilian population, but 
there were widespread localized epidemics with a relatively 
high incidence amongst the younger age groups. 

Unfiltered but centrifuged throat washings containing 
penicillin (150 units per ml.) were injected into the 
amniotic cavity of 13-day eggs which had received 0-1 ml. 
5% sulphamerazine in the amniotic sac. The eggs were 
incubated for 4 days, when the presence of virus was 
detected by the ability of the amniotic fluid to produce 
haemagglutination. Of 55 specimens examined in this 
way, 32 yielded virus. The authors point out that for 
isolation of virus by the amniotic method it is important 
to incubate the eggs after inoculation for at least 4 days. 
There was also evidence that the eggs of white leghorns 
from Australia might be more susceptible to infection 
with the virus than English eggs. 

Ferret inoculation was less successful, for only 5 out 
of 16 specimens induced pyrexia and symptoms of in- 
fection. The animals were bled during convalescence, 
and the sera tested for neutralizing antibody. Antibody 
for the PR8 strain was present in only 6 of the sera, 
whereas antibody for 1 of the strains isolated during the 
epidemic was present in 13. Adaptation to mice was 
possible but only with some difficulty, and it was not 
until the twelfth passage that the strains killed mice 
regularly with complete consolidation of the lungs. 

By use of Salk’s method, the rise in antibody level 
for PR8 virus and Lee virus was investigated on 202 pairs 
of serum from cases infected during the epidemic. Of 
these, 64 gave a four-fold or greater rise in antibody for 
PR8 virus and | for Lee. In another 57 there was a 
two-fold increase in antibody level for PR8 virus. It is 
of interest that “* several patients from whom a virus was 
isolated showed only a two-fold rise in antibody and a 
few no rise at all”. Contrary to expectation, ‘“* many 
human sera showed an antibody rise against the standard 
PR8 antigen, but none or much less against the 1947 

virus”’. Antigenic analysis of the strains was also 
attempted by haemagglutination and inhibition by 
specific ferret-immune sera. This showed that the 


HYGIENE AND PUBLIC HEALTH 


newly isolated strains were of varying degrees of anti- 
genic remoteness from classical laboratory strains. 


R. Hare 
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16. Diatomaceous Earth Silicosis 

E. C. ViGuiant and G. Morrura. British Journal of 
Industrial Medicine (Brit. J. industr. Med.) 5, 148-160, 
July, 1948. 7 figs., 24 refs. 


Diatomaceous earth and tripoli are sedimentary 
deposits (the former in lakes and the latter marine) of 
the shells or skeletal elements of diatoms. The material 
when dried and pulverized is used in the making of 
abrasive polishes, refractories, and filters. It consists 
largely of amorphous hydrated silica, and has been 
shown experimentally to produce silicosis. The litera- 
ture is discussed. 

This paper is based on cases occurring in the manu- 
facture of filter-candles in Tuscany, where the diatomite 
contains 82% of free silica.. In some of the processes the 
diatomite is “‘ raw’, and in others it has been calcined. 


Thermal precipitator figures are given; particle size was, 


2» and under. In 1944, in 2 factories, 20 workers were 
examined, and 13 showed evidence of silicosis. Silicosis 
occurred after an exposure period of from 5 years. 
Radiographs showed reticular shadowing, linear stria- 
tion, and massive coalescing fibrosis; classical nodulation 
was not a clearly recognizable stage in the process, though 
nodulation was seen. A necropsy report of a case is 
given, in which extensive pulmonary fibrosis, mainly 
non-collagenous, was found witheut evidence of tuber- 
culosis. The changes in the lung differed from classic 
silicosis in the absence of discrete whorled collagenous 
nodules, and from asbestosis in that the changes in the 
interalveolar septa were cellular rather than sclerotic, 
the septa being thickened by masses of dust-phagocytes. 
Incinerated sections showed much amorphous dust in 
lungs and lymph nodes. 

It is stressed that the diatomite in this study had been 
calcined at 1,250° C., and the authors point out that 
diatomite so treated may undergo a physical change and 
become crystobalite. Other workers have suggested 
that uncalcined diatomite is relatively innocuous. 

L. W. Hale 


17. Electron-microscopical Studies of Industrial Dust. 
(Ober die Untersuchung von ‘gewerblichen Stauben im 
Elektronenmikroskop) 

M. JoHN. Wiener Medizinische Wochenschrift (Wien. 
med. Wschr.] 98, 318-320, July 24, 1948. 16 figs., 4 refs. 


The author points out that with the electron micro- 
scope dusts may be examined in a manner previously 
impossible. Early work in this field was described by 
Friese and Miiller in 1939, and the present author con- 
tinued these investigations, though on a smaller scale 
than was first intended. He examined dusts obtained by 
boring or other methods from various mines, quarries, and 
factories. These had a basis of quartz, asbestos, copper 
ore, siliceous rock, sericite, and other minerals. The 
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microscope revealed that many small particles, hitherto 
considered round and relatively innocuous, were in fact 
sharp and doubtless pathogenic. Moreover, it appeared 
that wet boring gave a much smaller degree of protection 
to the operative than was hitherto believed. Numerous 
photographs from a much larger series are given, all 
being taken to indicate an enlargement of 1 : 37,000, so 
that 37 mm. of the photograph corresponded to 1 y or 
0-001 mm. of the original. In the dusts collected during 
wet boring, particles of the order of 0-1 to 0-002 jz were 
found at a considerable distance from the working site. 
The author thinks that the mere presence of silicon 
dioxide in inhaled dust does not of itself indicate a definite 
hazard. G. C. Pether 


18. The Health of Plumbago Workers in Ceylon ; 
W. L. P. DassaNayaKE. British Journal of Industrial 
Medicine (Brit. J. industr. Med.| 5, 141-147, July, 1948. 
6 figs. 


Plumbago (graphite), a crystalline form of carbon, 
occurs in Ceylon and is obtained by mining. Most of 
the mines are less than 300 ft. (90 m.) deep, and mining 
methods are generally rather primitive. The industry is 
not considered unhealthy. Methods and working-hours 
are described. Underground conditions include a tem- 
perature of about 80° F. (26-6° C.) and relative humidity 
about 90%. Nystagmus was not found, though lighting 
is often poor; nor was beat knee or beat elbow. Neither 
spirochaetosis nor ankylostomiasis is thought to occur 


[it is not clear whether serological and faecal investiga- 


tions have been made systematically]. Investigation of 
pneumoconiosis risk consisted of history-taking, physical 
examination, and chest radiography of 50 miners. No 
symptoms or physical signs were present in any; 35 were 
radiologically normal, 3 showed nodulation, 4 “ diffuse 


fibrosis of the lung °’, 1 fibrosis at bases, 5 calcified glands, | 


and 2 patchy opacities. Sixty-two workers in the curing 
sheds were similarly examined: clinically 33 were normal; 
radiologically 51 showed abnormalities varying from fine 
striation to “ gross disease’’ [presumably tuberculous 
disease], and Mantoux tests showed 28% more positives 
than the average for the area. The author concludes that 
conditions in the curing sheds are unsatisfactory owing to 
lack of dust-prevention measures. 

[There are certain points which might have been 
clearer; for example, the method whereby water is used 
to prevent dust underground; the significance of certain 
figures in Table 6; and whether the radiological appear- 
ances suggested a relation between graphitosis and 
tuberculosis. L. W. Hale 


19. Some Aspects of the Evolution of Silicotic Lesions 
I. CosterRo. American Journal of Pathology [Amer. J. 
Path.) 24, 49-81, Jan., 1948. 37 figs., 24 refs. 


The author, who works in the Department of Patho- 
logy, University of Mexico School of Medicine, has 
studied 35 cases of pulmonary silicosis. The structure 


and evolution of the silicotic nodes are discussed in the 
light of his investigations with the silver impregnation’ 
Stains and stains for elastic tissue. The technical methods 
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of Rio-Hortega and Gallego are described and there 
are many illustrations. The author concludes that the 
histological basis of all silicotic lesions of the human 
lung is the proliferation of the reticular fibres, that the 
nodules grow by apposition of adjacent nodes, and by 
incorporation of surrounding lung tissue damaged by 
collapse or “ desquamative pneumonia’. The elastic 
fibres disappear in the complete lesions. The diffuse 
silicotic lesions, which he describes as fibrous plaques, 
peribronchial sclerosis, and pleuritis, have a histogenesis, 
structure, and evolution similar to those of the typical 
silicotic nodule. Douglas H. Collins 


20. Fibrosis in the Lungs of a Silver Finisher 

H. E. Harpinc. British Journal of Industrial Medicine 
[Brit. J. industr. Med.] 5, 70-72, April, 1948. 4 figs., 4 
refs. 


The author, who works in the Department of Patho- 
logy, Sheffield University, describes the lungs of a silver- 
finisher aged 63, most of whose life had been spent on 
the one occupation. He found a pleural thickening and 
pigmentation and some degree of fibrosis of the lung 
parenchyma of the “ reticulation” type, and suggests 
that, as a result of the chemical analysis of the ash, which 
showed a silica content within normal limits, the man 
may have been unusually sensitive to inhaled iron oxide, 
which is generally regarded as being inert. 

A. J. Amor 


21. On the Retention of Air-borne Particulates in the 
Human Lung 

H. D. LaNnDAHL and R. G. HERRMANN. Journal of 
Industrial Hygiene and Toxicology [J. industr. Hyg.| 30, 
181-188, May, 1948. 7 figs., 8 refs. 


The degree of retention of air-borne particles in the 
lung depends on the diameter of the particles, the rate 
of flow of air in the respiratory passages, the tidal air, 
the rate of respiration, and certain physical properties 
of the particles. For details of the complicated apparatus 
employed for estimating retention the original paper 
must be consulted, but, briefly, it may be said that the 
material under investigation was atomized or dusted 
into a chamber in which a Y-tube was inserted. In the 
mouth-breathing tests the subject could close his mouth 
over the side-arm of the Y-tube coming from the cham- 
ber, or over the exhalation tube. The respiratory cycle 
was fixed so that the inspiration lasted for three-eighths 
of the cycle time, and after an interval of one-eighth for 
change-over the expiration lasted for three-eighths of 
the time, again followed by one-eighth for change-over. 
In other tests the subject breathed through the nose. 
Samples of inspired and expired air were taken by means 
of cascade impactors, impingers, and filters. 

In the various tests corn oil was chosen to represent a 
non-hygroscopic liquid of about unit density (0-914). 
The air breathed contained about | mg. per litre of the 
oil. Other tests were carried out with sodium bicar- 
bonate dust and with atomized solutions of the bicar- 
bonate; also with a cloud of tricalcium phosphate, with 
methylene blue atomized as an aqueous solution, and with 
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a 5% solution of the very hygroscopic glycerol. The 
larger the particles the greater the retention. For very 
small particles the retention is negligible except for 
the process of diffusion (Brownian movement), which 
becomes more effective the smaller the particle. Thus 
at a certain particle size retention is at a minimum. 
When the tidal air is increased or the frequency of 
respiration is decreased at a constant inspiratory flow rate 
the retention greatly increases because of greater settling 
and diffusion. The effect of changing the inspiratory 
flow rate for a constant breathing pattern was shown 
by the fact that the particle diameter for 50% retention 
of NaHCO, at 18 litres per minute was 0-8 y1, while at 60 
litres per minute it was only 0-3 pu. 

The following values were found for the particle 
diameters corresponding to a 50% retention when the 
respiration rate was 15 per minute and the tidal air 450 ml. : 
corn oil, 34; Ca3(PO,)o, 1-5; methylene blue, 1-2; 
NaHCO, dust, 0-9; and glycerol, 0-7. 

H. M. Vernon 


22. The Fume Exposure in the Manufacture of Alumina 
Abrasives from Bauxite 

C. M. Jepucott, J. H. JoHNsTON, and G. R. FINLAY. 
Journal of Industrial Hygiene and Toxicology [J. industr. 
Hyg.) 30, 145-159, May, 1948. 15 figs., 4 refs. 


The lungs of workmen exposed to the fumes given 
off by the electric furnaces used in the manufacture of 
alumina abrasive from bauxite have been found to con- 
tain alumina. Though the inhalation of these fumes has 
hitherto been considered innocuous, the degree of risk 


needs investigation, and the present paper describes the 
results obtained in four Canadian plants manufacturing 


the abrasive. The production capacity of these plants is 
now 200,000 tons a year, and in 1943, owing to war 
demands, it had already reached 191,000 tons. The 
calcined bauxite is melted in a combination arc and 
resistance furnace with coke and iron. The electrodes 
dip in the bath and carry a current of thousands of am- 
peres at potentials up to 150 volts. The usual furnace 
‘holds 10 tons of bauxite, and the temperature of the bath 
is slightly below 2,035° C. A battery of furnaces is 
arranged in a row, and the furnace-men use scoop shovels 
for feeding the furnaces with the mixture. Rather less 
than a day is required to produce a pig of about 8 tons. 
After being cooled for a week the pigs are broken up 
into large lumps; they are sorted by hand to clean them 
from metal and then further broken by gyratory and jaw 
crushers. The fumes from the furnaces mostly escape 
by natural ventilation through a longitudinal opening 
near the centre of the roof of the building, but sometimes 
down-draughts interfere with this. A series of fans blows 
fresh air across the area in which the furnace operators 
work, but they increase the dustiness of the air. In 
certain cases stacks are installed well above the furnaces, 
and in one plant the stacks extend nearly to furnace level, 
and contain an exhaust fan. This is the best system yet 
in operation. . 

Air samples were analysed by several different methods. 
The results varied and in any case particles of less than 
0:25 « were not included; electron-microscope observa- 


tions showed that many particles were much smaller 
than this. Dust counts made by an impinger method 
revealed that air samples taken near the furnaces con- 
tained 11,000,000 to 300,000,000 particles per cubic foot 
(0-028 cubic metre). The mean weight of dust per cubic 
metre of air, when tested at four plants by a precipitator 
method, ranged from 12 to 106 mg. The samples 
contained 17 to 42% of silica and 45 to 62% of alumina. 
Samples of fume collected 1 to 10 feet above the furnaces 
by a vacuum cleaner fitted with the usual cotton bag 
contained 29 to 44% of SiO, and 41 to 62% of Al,O,. 
Lung tissue was obtained at necropsy on 4 workmen 
who had been exposed to fumes for 3 to 5 years. The 
total dried ash of the tissue amounted to about 6%, or 
nearly the same as in normal persons, but from 0-9 to 
2:4% of it was in the form of silica, as contrasted with 
0-07% in normal lungs; also 1-2 to 2-4% was in the form 
of alumina. Analyses of urine for alumina did not 
show reliable differences from the controls. 
H. M. Vernon 


23. Pneumoconiosis of Coal-miners 

C. M. FLetcHer. British Medical Journal (Brit. med. J.) 
1, 1015-1022, May 29, 1948, and 1065-1075, June 5, 
1948. 13 figs., bibliography. 


Coal-miners’ pneumoconiosis was first described in 
1831, but in 1914 so little was known about it that in 
successive years two Milroy lecturers stated that it was 
non-existent. Yet in the past 15 years rather more 
than 17,000 cases have been certified in South Wales. 
There has been a rapid increase in certification in recent 
years, partly the result of the Coal-miners’ Pneumo- 
coniosis Order which made compensation payable when 
the disease was in the stage of reticulation, and partly the 
result of increased awareness of the disease coupled with 
opportunities of alternative employment. The increase 
in the disease is related to quantitative rather than 
qualitative differences in the dust. There is no great 
difference between steam-coal areas and anthracite areas; 
while the incidence is higher in South Wales than in the 
rest of the United Kingdom the dust concentration is 
greater in South Wales than elsewhere. High concen- 
tration is due in the anthracite mines mainly to poor 
ventilation, which was especially bad during the nineteen- 
twenties, and in the steam-coal mines to the introduction 
of intensive mechanical methods of mining in the dusty 
coal-seams of East Glamorgan during the next decade. 

Areas of severe emphysema known as “ focal em- 
physema ” around the coal foci in the lungs are the main 
cause of the shortness of breath from which the miners 
suffer. Superimposed on this focal disease is a pro- 
gressive massive fibrosis, which may continue to progress 
after the worker leaves the mines. Its development 
appears to be independent of continued dust exposure. 
So long as the disease is confined to coal nodulation and 
the associated focal emphysema it generally ceases to 
progress if the man stops working in a high concentration 
of dust. Massive fibrosis associated with a raised ery- 
throcyte sedimentation rate is progressive; it suggests 
infection, perhaps tuberculous, superimposed upon a 


lung already occupied by dust. Nevertheless, tubercu- 
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losis may often be recognized as a separate disease in 
addition to pneumoconiosis. Therapy is only sympto- 
matic but much may be done by reassurance, breathing 
exercises, and the use of antispasmodics in certain more 
advanced cases. Post-mining employment in certified 
cases is most important. Special provisions are needed 
in addition to those already planned. K. M. A. Perry 


24. Delayed Chemical Pneumonitis or Diffuse Granulo- 
matosis of the Lung Due to Beryllium 

S.A. WiLson. Radiology [Radiology] 50, 770-779, June, 
1948. 15 figs., 6 refs. 


Changes in the lungs have been found in workers 
engaged in extracting beryllium from its ore, in the manu- 
facture of beryllium salts and oxides, in the production 
of beryllium alloys, in the preparation of the phosphors 
used in coating fluorescent lamps and neon tubes, and 
in the manufacture of such lamps and tubes. The metal 
or its compounds are used in many other industries, in 
which examples of this pulmonary disease will probably 
be encountered. 

The disease appears in two forms, an acute pneumonitis 
and a chronic diffuse granulomatosis of the lungs, but 
there is some overlapping between the two groups. 
Radiologically in the acute type there is a diffuse hazi- 
ness or ground-glass appearance similar to that of pul- 
monary oedema but not usually visible until 1 week to 
3 weeks after the onset of symptoms. This appearance 
is succeeded by one of soft shadows resembling those of 
bronchopneumonia, accompanied by prominent linear 
markings and enlargement of the hilar shadow. A\ll these 
shadows usually disappear completely within a few 
months. The chronic form has a latent period that may 
extend to more than 3 years after exposure. The radio- 
graphic appearances are described in three stages. The 
first stage is marked by a fine diffuse granularity, present- 
ing a fine sandpaper appearance, which under the 
magnification of a reading glass suggests a sandstorm: 
the lesion is uniform, diffuse, and particulate, and the 
picture is said to be unlike that of any other lung condi- 
tion. In the’ second stage a diffuse reticular pattern is 
added to the granular background, while distinct nodules 
of 1 to 5 mm. diameter appear in the third stage. Many, 
but not all, cases progress through all three stages, but 
the amount of physical disability does not correspond at 
all closely with the degree of involvement of the lungs 

shown in the radiographs. H. E. Harding 


25. Further Observations of Lung Changes Associated 
with the Manufacture of Alumina Abrasives 
C.G.SHAvER. Radiology [Radiology] 50, 760-769, June, 
1948. 12 figs., 2 refs. 


Twelve months after his first report (J. industr. Hyg., 
1947, 29, 145) the author has found 34 employees en- 
gaged in the manufacture of alumina abrasives with well- 
established radiological abnormalities and 38 early cases. 
Symptoms and physical signs are shown only by those 
with well-established radiological changes. In 1 man 
the radiograph was normal when he left the industry; 
15 months later the radiograph showed granular shadows 


in the upper part of each lung. Although present 
experience suggests that once the disease is well estab- 
lished progression is usually rapid, there is evidence that ¢ 
removal of men from exposure when the earliest radio- 
logical changes are found will commonly prevent the 
development of serious disability. Seven case histories 
are given. In the discussion the author stated that 
although the fume contained 35% of silica, mainly of 
very fine particle size, he did not think that the changes in 
the lungs were due to this substance. §_H.. E. Harding 


' 26. Eye Hazards and Safety Practice: A Review of 


14,722 Eye Accidents in the Wearside Shipyards: Pre- 
liminary Report 

A. KEFALAS. British Journal of Industrial Medicine [Brit. 
J. industr. Med.| 5, 51-69, April, 1948. 7 figs. 


This is a well-illustrated review of over 14,000 eye 
accidents which occurred in Wearside shipyards during 
the last 4 years of the 1939-45 war. It is an essentially 
practical report and details the work of the industrial 
medical officer in relation to safety practice. The author 
defines and groups eye injuries into five categories—fiash, 
burns, injuries, foreign bodies, and hot foreign bodies— 
and gives ample and simple statistical data as to incidence 
and seriousness. [The paragraphs on safety and the 
illustrations of eyeshields are worthy of detailed study by 
those responsible for the protection of eyes in industry.] 

A, J. Amor 


27. Blood Changes in Operatives Engaged in the Prepara- 
tion of Nylon. (Osservazioni sul comportamento della 
crasi sanguigna in alcuni operai addetti alla preparazione 
de nailon) 

C. Ceresa. Medicina del Lavoro [Med. d. Lavoro] 39, 
162-165, May, 1948. 


The author examined 27 nylon operatives who had 
been some years in the industry. Their haemoglobin 
values ranged from 68 to 90%, 9 of them having a figure 
under 80%. All but 4 had under 4 million red cells per 
c.mm., and in 9 there were 3-5 million or less. All gave a 
weak positive van den Bergh reaction, and serum bili- 
rubin varied from 0-68 to 1:78 mg. per 100 ml. The 
nitril process in the manufacture of nylon seemed to 
cause the most definite van den Bergh reaction, as did 
also contact with adipic acid and hexamethylene diamine. 
Slight leucopenia occurred with the anaemia, and also a 
rise in the monocytes. G. C. Pether 


28. Spinner’s Cancer of Lower Lip. (Spinnerinnen- 
krebs der Unterlippe) 
J. Korsier. Krebsarzt [Krebsarzt] 3, 201-205, June, 1948. 


At the Radium Institute at Zagreb, of 609 patients 
treated for cancer of the lower lip, 57 were women— 
a high rate for females. None of them smoked. The 
author wonders if the habit of the Croatian women of 
moistening with their lips the wool, linen, or hemp while 
spinning may not be responsible. He briefly describes 
7 squamous-cell cancers and | precancerous state of the 
lip in spinners. G. Moruzi 
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Genetics 


29. Experimental Genetic Studies on Leukemia in 
Mice. [In English] 

G. HoGrerre. Acta Pathologica et -Microbiologica 
Scandinavica {Acta path. microbiol. scand.| 25, 80-86, 
1948. 5 figs., 20 refs. 


With two strains of mice—the Aka with a 60% in- 
cidence of spontaneous leukaemia and the B which is 
free from leukaemia—crosses have been made to give 
two F, and two F, generations. Backcrossing was also 
carried out. 

In the F, generations leukaemia developed but death 
was generally delayed to 480 to 540 days, compared with 
270 to 330 days in the Aka strain. In the F, generation 
most deaths took place either at about 300 days or at 
480 to 540 days. After backcrossing to the Aka strain 
these two periods are still apparent but relatively more 
mice died in the earlier one. After backcrossing to the 
B strain relatively few cases appeared, these being mainly 
late ones. It is suggested that this segregation into early 
or late incidence is a function of genotypic characters. 
The actual mode of manifestation of the leukaemia 
varies in the different groups. 

Transplants of spontaneous leukaemias from the Aka 
strain resulted in 100% “takes” in the Aka, F,, and 
* backcross to Aka ” mice, 60% in the F, generation, and 
none in the B strain. This is in keeping with former 
work on similar lines, but the nature of the take was found 
to be variable in the F, generation. In about 60% of 
cases the take resembled the original in the Aka strain; 
in 20% it became localized as a sarcoma-like growth at or 
near the site of transplantation, and in the remaining 
20% it was intermediate between the two former types. 

G. Calcutt 


30. The Hereditary Nature of Food-allergy. Notes 
for a Study in Human Genetics 

A. F.Coca. Journal of Heredity (J. Hered.| 39, 157-158, 
May, 1948. 3 refs. 


The attention of geneticists is invited to a study of the 
hereditary nature of non-reaginic allergy, which is 
exceedingly common (80% of the white population of 
the U.S.A. are affected). The diagnosis of the condition 
is easy. The commonest symptoms include urticaria, 
headache, heartburn, indigestion, vertigo, constipation, 
nervousness, neuralgia, abnormal tiredness, and chronic 
rhinitis. The manifestation of any two of the commonest 
symptoms strongly suggests that the patient is suffering 
from this form of allergy. There is an almost infallible 
objective sign. The normal pulse shows daily variations 
of up to 16 beats per minute and a remarkable constancy 
in maximum rate; in food-allergic (idioblaptic) constitu- 
tions the daily variations reach 20 or more beats while 


the maximum fluctuates by as much as 2 beats or more, 
These pulse rate changes occur within 90 minutes after 
exposure to the allergen. In such cases, when the pulse 
is normal the symptoms are absent. When neither of the 
parents was affected (exhibiting two or more of the 
commonest symptoms) the percentage of affected off- 
spring was found to be 19, when one parent was affected 
37 to 45% of offspring were involved, and when both 
parents were affected no less than 63% of the offspring 
were likewise affected. It is urged that a special investi- 
gation should be undertaken by a geneticist in a stable 
community of 5,000. [The abstracter draws the attention 
of the staffs of university students’ health services to this 
suggestion. ] F. A. E. Crew 


31. Effect of Oxygen on the Frequency of Chromosome 
Aberrations Produced by X-rays 

J. M. THopay and J. Reap. Nature (Nature, Lond.] 
160, 608, Nov. 1, 1947. 2 figs., 6 refs. 


Groups of beans, with their roots in a “‘ perspex ”’ cell 
of water through which nitrogen was bubbled, were 
irradiated with x-rays. Other groups were treated in the 
same manner except that air replaced nitrogen. Growth 
curves demonstrated that there was a definite decrease 
in radiosensitivity when nitrogen was employed. This 
decreased radiosensitivity was accompanied by a parallel 
decrease in the proportion of cells exhibiting mitotic 
aberrations. A similar reduction in radiosensitivity as 
measured by growth after irradiation occurred when 
nitrous oxide, carbon dioxide, and hydrogen were 
substituted for nitrogen. Since anaerobiosis reduces the 
radiosensitivity of tumours, it is suggested that the 
increased radiosensitivity in the presence of oxygen is the 
result of the larger number of mitotic aberrations which 
are induced. R. J. Ludford 


32. Frequencies of Sex-Linked Red-—Green Colour 
Vision Defects 

R. W. Pickrorp. Nature [Nature, Lond.| 160, 335, 
Sept. 6, 1947. 4 refs. . 


In the West of Scotland the proportion of sex-linked 
red-green colour-blindness was 7:8% in men and 0-65% 
in women. This last figure does not differ significantly 
from that expected—0-61°%—so that if heterozygous 
women are sometimes colour-blind it must be a rare 
phenomenon. The 7-°8% colour-blind males are com- 
posed of about 3-4% deuteranopes, 2:2°% protanopes, 
1-7% green anomalous, and 0-5% red anomalous. It is 
suggested that the four or five subtypes may be deter- 
mined by multiple allelomorphs. The order of dominance 
has not yet been determined, but green anomalous seems 
to be dominant to deuteranope. J. A. Fraser Roberts 


Anatomy and Cytology 


33. The Connexions of the Spinal Subarachnoid Space 
with the Lymphatic System 

J. B. Briertey and E. J. Fiecp. Journal of Anatomy 
[J. Anat., Lond.] 82, 153-166, July, 1948. 3 figs., 20 refs. 


The authors present a useful critical review of investi- 
gations on the connexions between the subarachnoid 
space and the lymphatic system.. Their own work relates 
solely to the connections of the spinal part of the sub- 
arachnoid space. 


Adult rabbits were used. The type of anaesthetic was 
found to influence materially the results obtained. Finally 
a 2:°5% solution of “ sodium nembutal”’ was given intra- 
venously. India ink was used as the indicator. The 
particle size was determined and found to range from 0-4 to 
1-5 » with more than 90% of the particles under 0-5 wp. The 
ink was introduced either directly into the ventricular system, 
or into the cranial subarachnoid space, at a pressure not 
exceeding 120 mm. of ink, and after withdrawal of at least 
an equal volume of cerebrospinal fluid (C.S.F.). By 
repeated injection as much as 4-5 ml. of ink could be given 
to one animal. A vertical incision was made half-way 
between the posterior border of the supraorbital ridge and 
the occipital nuchal ridge. The temporalis muscle was 
separated from the bone and divided in the line of the 
incision. The bone was pierced by a 1 mm. dental burr, 
directed backwards at 20 degrees to the coronal plane, and 
downwards at 20 to 25 degrees to the horizontal plane. The 
dura was punctured and fused to the arachnoid, and bleeding 
arrested, by passing a blunt needle at dull red heat through 
the hole. A small lumbar puncture needle was then slowly 
introduced until clear C.S.F. appeared on slight suction. 
A 2 ml. syringe full of India ink was attached to the needle, 
held in a clamp, and the ink introduced over a period of 
about 5 minutes. As the needle was withdrawn the hole was 
stopped up with bone wax. Animals were killed at varying 
intervals by exsanguination. In certain animals the needle 
pierced the whole of the occipital lobe and entered the 
subarachnoid space on the dorsum of the brain-stem. If 
leakage of the C.S.F. and ink had not occurred such specimens 
were included in the analysis. . 


Within the subarachnoid space the ink particles 
accumulated around the nerve roots in the form of a cone, 
surrounding especially the dorsal roots in the. cervical 
and lumbo-sacral regions. The base of the cone lay 
against the cord, the apex close to the medial end of the 
root ganglion. From this apex fine black lines passed 
to the paravertebral lymph nodes. Similar lines ex- 
tended from the ventral surface of the dural tube to the 
dorsal aspect of the vertebral bodies. Within the ab- 
domen fine lymphatics extended from the ventral aspect 
of the vertebral bodies to the posterior abdominal 
lymph nodes, which were stained by the ink. Ink 
particles also lay free in the meshes of the epidural fat 
of the sacral region, and were found within one or more 
cervical, posterior thoracic, abdominal, and pelvic 
lymph nodes. These lymph nodes fill with ink in the 
following order: deep cervical, lumbo-sacral, superficial 
cervical. If the animal is allowed to survive for 30 to 
36 hours the ink also enters the segmental nodes of the 
dorsal abdominal wall, and later those of the thorax. 


Microscopical examination failed to show that transport 
of ink particles by phagocytes was of any significance in 
the removal of the deposit from the subarachnoid space. 
The rapidity with which the particles appeared in the 
lymph nodes also suggested a mechanism other than 
phagocytosis. Hence the development of ink cuffs 
around the dorsal nerve roots suggests that at such 
points fluid (carrying with it the ink particles) may leave 
the subarachnoid space through the dura-arachnoid, 
and so become epidural. Thus the epidural fat becomes 
ink-stained. In the fat blindly-ending lymphatic vessels 
arise. By way of these channels ink is carried to the 
regional lymph nodes. The greater accumulation of 
ink around the cervical and lumbo-sacral roots is due to 
the greater size of these roots. The volume of fluid 


leaving the subarachnoid space by lymphatic channels 
is probably immediately dependent upon the C.S.F. 
H. Hughes 


pressure. 


34. Significance of Nuclear Change in Differentiation 
K. Nature [Nature, Lond.] 161, 872-874, 
June 5, 1948. 2 figs., 18 refs. 


This is a general survey of differentiation with special 
regard to the question of nuclear changes. Discussion 
covers the interrelationships between cytoplasm and 
nucleus. G. Calcutt 


35. Chromosome Multiplication and Reduction in 
Somatic Tissues. Their Possible Relation to Differentia- 
tion, Reversion and Sex 

C. L. Huskins. Nature [Nature, Lond.] 161, 80-83, 
Jan. 17, 1948. 36 refs. 


This paper summarizes the work being carried out in 
the author’s department at the University of Wisconsin. 
Results indicate polysomaty to be more widespread than 
is generally believed. After treatment of differentiated 
tissues with sodium nucleate solutions reduction divisions 
have been shown. These are believed to result from an 
increase frequency, caused by abnormal doses of sub- 
stances normally present, of a naturally occurring but 
infrequent process. These findings are discussed in 
detail in relation to differentiation, reversion, and sex. 

G. Calcutt 


36. Implantation of the Rat Egg. III. Origin and 
Development of Primary Trophoblast Giant Cells 

R. H. ALDEN. American Journal of.Anatomy (Amer. J. 
Anat.) 83, 143-181, July, 1948. 24 figs., bibliography. 


A histological study was carried out on 50 rat embryos 
of varying ages, ranging from pre-implantation blasto- 
cysts to implanted embryos 7 days old. Trophoblast 
giant cells develop at the ab-embryonic pole by the 
fifth day. The trophoblast cells enlarge, the nucleus is 
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large and hyperchromatic, and the cytoplasm is irregular 
and the cell membrane indistinct. At the sites of contact 
between the trophoblast and the uterine epithelium the 
cytoplasm of the maternal cells loses its’ characteristic 
granular eosinophilia, becomes pale, and may disappear. 
The nuclei undergo hydropic degeneration, karyolysis, 
and pyknosis. Some epithelial cells are apparently 
ingested by the giant cells, which become enlarged. 
Other trophoblast giant cells also develop later elsewhere 
at sites of contact between trophoblast and uterine 
epithelium. Smaller trophoblast cells develop in the 
region of the inner cell mass. It is tentatively suggested 
that implantation in the rat is intermediate between the 
two extremes in which on the one hand no penetration 
occurs and on the other definite intramural implantation 
with rapid and complete penetration of the uterine 
epithelium is characteristic. Evidence is accumulating in 
support of the theory that the embryo elaborates a sub- 
stance which acts on the endometrium, altering its 
physical state. R. Barer 


37. Cytologic Studies with the Phase Microscope. I. 
The Formation of “ Blisters” on Cells in Suspension 
(Potocytosis), with Observations on the Nature of the 
Cellular Membrane 

H. U. ZoLiinGerR. American Journal of Pathology 
[Amer. J. Path.] 24, 545-567, May, 1948. 36 figs., 
18 refs. 


Potocytosis is defined as the process of blister formation 
on tissue cells when they are suspended in liquid media. 
It invariably occurs with both normal and neoplastic cells 
when all or part of their surfaces has remained in contact 
with an excess of fluid for a few minutes. The process is 
accelerated in distilled water and in hypertonic solutions, 
The contents of the blisters consist of highly-diluted 
protoplasmic ground substance which was_ initially 
separated from the rest of the cytoplasm by an inter- 
facial membrane. When blisters become detached the 
cellular membrane remains intact. It is suggested that 
some gland cells discharge their secretions by the detach- 
ment of blisters. These observations support the view 
that cells are bounded by an interfacial membrane which 
is extremely permeable. Squamous cells are charac- 
terized by a stiff membrane which is folded into minute 
wrinkles that interdigitate with those of adjacent cells. 

R. J. Ludford 


38. Cytologic Studies with the Phase Microscope. II. 
The Mitochondria and Other Cytoplasmic Constituents 
Under Various Experimental Conditions 

H. U. ZOLLINGER. American Journal of Pathology 
[Amer. J. Path.] 24, 569-589, May, 1948. 24 figs., 
37 refs. 


This paper is concerned with the identification of the 
cytoplasmic constituents that are revealed by the phase- 
contrast microscope. Each mitochondrion appears to be 
surrounded by an elastic membrane. Its contents under 
normal conditions are probably in gel form. In distilled 
water and in dilute solutions of ammonia, enlargement 


occurs and fluid accumulates between the superficial 
membrane‘and the slightly swollen “ body ” of the mito- 
chondrion. In normal cells some mitochondria exhibit 
Brownian movement. Although mitochondria react 
readily when the cell is exposed to adverse environmental 
conditions, yet they are not fragile. They often persist 
for some time after cells have been squashed. Micro- 
somes are only visible in the blisters induced by distilled 
water or ammonia. Storage granules are usually 
Their fluid 
The Golgi 
R. J. Ludford 


spherical and have a brilliant blue hue. 
contents are surrounded by a thin membrane. 
apparatus could not be identified. 


39. Cytochemical Studies of Normal and Tumor Mast 
Cells in Tissues and in vitro 

G. H. Parr, W. MOnTAGNA, and F. BLoom. Cancer 
Research [Cancer Res.] 7, 798-801, Dec., 1947. 8 figs., 
12 refs. 


Histochemical studies of normal and tumor mast 
cells, and of tumor mast cells cultivated in vitro reveal 
that the mast cells in all these categories contain lipids, 
cytochrome oxidase, and acid and alkaline phosphatases 
in their cytoplasm. The tumor cells, in addition, con- 
tain alkaline and acid phosphatases in their nuclei.— 
[Authors’ summary.] 


40. Observations on the Innervation of Blood Vessels 
J. W. MILLEN. Journal of Anatomy [J. Anat., Lond.] 82, 
68-80, April, 1948. 13 figs., 44 refs. 


The innervation of small blood vessels in the ear and 
stomach wall of young rabbits was studied by a technique 
involving continuous-drip intravenous infusion of 
methylene blue. The distribution of nerve fibres was 
observed over long distances in whole cleared specimens; 
by this means it was possible to distinguish between nerve 
fibres and reticular fibres, which may also stain with 
methylene blue. Capillaries are accompanied by single 
fine beaded fibres which do not appear to be very inti- 
mately related to the vessel wall. No nerve endings 
were seen. Arterioles usually have a small number of 
nerve fibres with transverse intercommunications. No 
nerve fibres were seen to end directly on smooth muscle 
fibres. The small arteries contain three nerve plexuses; 
(a) in the tunica adventitia, non-medullated and finely 
medullated fibres running roughly parallel courses in the 
long axis of the vessel; (6) between the tunica adventitia 
and the muscular coat, a meshwork of irregular com- 
municating non-medullated beaded fibres; (c) in the 
tunica media, fine beaded fibres some of which end in 
close relation to smooth muscle nuclei. In the blood 
vessels of the stomach two types of sensory ending are 
found: (1) Medullated fibres may end freely among fat 
cells accompanying the vessels. (2) An organized type 
of nerve ending is found in the tunica adventitia. It is 
suggested that these two types of endings may respond to 
pressure changes in the vessel wall. The plexuses of 
beaded nerve fibres between the adventitia and media 
resemble pain fibres found elsewhere in the body, and 
may subserve this function. R. Barer 
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Physiology and Biochemistry 


41. Exchange and Distribution of Fluid in Dehydration 
in the Dog 

FE. E. Painter, J. H. and M. I. GREGERSEN. 
American Journal of Physiology [Amer. J. Physiol.] 152, 
66-76, Jan., 1948. 3 figs., 30 refs. 


The effects of rapid dehydration by intravenous sucrose 
injection and of slow dehydration by food and water 
deprivation were compared in two groups of dogs. 
Diuresis dehydration caused a loss of 8 to 12% of the 
body weight. Food and water deprivation caused a 
similar loss after 5 days, and a loss of 15 to 20% of the 
body weight after 11 days. Weight loss due to water loss 
was differentiated from that due to loss of solids by the 
sulphanilamide method. Water loss accounted for 90% 
of the weight loss in diuresis dehydration, and for 60% 
of that found in animals after 11 days of water depriva- 
tion. These results agreed with those calculated from 
electrolyte balance. Extracellular’ fluid, estimated by 
the thiocyanate method, accounted for 84% of the total 
water loss in diuresis experiments, and for 67 and 57% 
of the total water loss on the fifth and eleventh days of 
water deprivation. Intracellular water loss calculated 
as the difference between volumes of distribution of 
sulphanilamide and thiocyanate was 15% of the total 
water loss in diuresis dehydration, and 33% on the 
fifth and 44% on the eleventh day of water deprivation. 
Progressive dehydration therefore causes a relatively 
greater intracellular water loss—a finding which is 
supported by the urinary excretion of sodium and potas- 
sium. Plasma volume (T 1824) was reduced 30% after 
diuresis dehydration, and 17 and 29% respectively on 
the fifth and the eleventh day of water deprivation. 
There is no indication that plasma volume is maintained 
at the expense of the interstitial fluid. Estimations of 
plasma-volume reductions by the dye method agreed 
fairly well with those obtained from plasma protein 
changes in rapid dehydration. Widely discrepant results 
were found by the two methods in the slow-dehydration 
experiments. Haematocrit changes both in the normal 
and in the splenectomized animals yielded quite mis- 
leading results when taken as evidence of blood-volume 
reduction. E. F. McCarthy 


42. Effects of Isotonic Solutions and of Sulfates and 


* Phosphates on the Distribution of Water and Electrolytes 


in Human Blood 

P. M. HAtp, A. J. HEINSEN, and J. P. PETERS. American 
Journal of Physiology [Amer. J. Physiol.] 152, 77-85, 
Jan., 1948. 10 refs. 


Analyses were made on defibrinated human blood 


. equilibrated at 37° C. with an atmosphere of 40 mm. Hg 


of carbon-dioxide pressure in air, with and without the 
addition of various solutions and salts The materials 
added were isotonic sucrose solutions and isotonic and 


13 


hypertonic solutions of phosphates and sulphates of | 
sodium and potassium. The red blood cells are generally 
impermeable to sodium and potassium. The addition 
of potassium sulphate, however, appears to cause sodium 
to leave the cells. The cells are also impermeable to. 
sulphate. When inorganic phosphate is present in 
large concentrations a small amount traverses the cell 
membrane. Dilution of the serum with isotonic solu- 
tions causes a decrease in bicarbonate and a fall of pH, 
which is compensated by transfer of base from other 
anions. The cells play a minor part in this adjustment. 
Isotonic solutions of sucrose, to which the cells are im- 
permeable, cause no alteration in the composition of the 
cell contents, despite great changes in the concentration 
gradients of sodium and potassium and the distribution 
coefficients. The theoretical basis of the observed 
E. F. McCarthy 


changes is discussed. 


RESPIRATORY SYSTEM 


43. Lung Function Studies. I. The Rate of Increase of 
Arterial Oxygen Saturation During the Inhalation of 
100 per cent O, 

W. S. Fow er and J. H. Comroe. Journal of Clinical 
Investigation [J. clin. Invest.] 27, 327-334, May, 1948. 
5 figs., 17 refs. 


Arterial oxygen saturation of the ear blood was studied 
with the oximeter of Millikan in 45 male subjects. The 
rate of increase in arterial oxygen saturation on quiet and 
vigorous breathing of 99-6% oxygen after breathing room 
air, and also on changing from 40 to 99-6% oxygen, 
was measured. The decrease in oxygen saturation which 
occurs when the subjects changed from the inhalation of 
99-6% oxygen to breathing room air was also measured, 
Continuous nitrogen analyses of the expired air were 
made simultaneously. The rate at which the arterial 
oxygen saturation rises on inhalation of 99-6% oxygen 
as measured by the oximeter is considerably slower than 
expected if complete saturation occurs at an oxygen 
pressure of 160 mm. Hg at 37° C. This delay exceeds 
the circulation time from pulmonary to ear capillaries 
and the instrumental lag. Lack of uniformity in the com- 
position of the alveolar air was also demonstrated but 
was not considered adequate to explain the delay. The 
possibility that venous shunts through or around the 
lungs might deliver venous blood into the arterial system 
was also examined. Since, on theoretical grounds, 40% 
oxygen inhalation should suffice to saturate this venous 
admixture the observed increase in saturation on breath- 
ing 100% oxygen after breathing 40% could not be ex- 
plained on the basis of further saturation. Metabolic 
reduction of the blood in the ear is also inadequate to 
explain the delay. The authors suggest that the current 
belief, that oxygen at a pressure of 160 mm. completely 
saturates the blood, is erroneous. A small increase in 
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arterial oxygen saturation between 160 and 670 mm. Hg 
would explain the findings. The measurement of the 
rate of increase in arterial oxygen saturation following 
oxygen inhalation as a screening test for the detection of 
cardio-pulmonary disease is discussed. 

E. F. McCarthy 


44. Adrenal Cortex and Altitude Tolerance 

F. J. Kotrxe, C. B. TAyLor, W. G. Kusicex, D. M. 
Erickson, and G. T. Evans. American Journal of 
Physiology [Amer. J. Physiol.] 153, 16-20, April, 1948. 
1 fig., 17 refs. 


In mice, resistance to low oxygen tension in decompres- 
sion chambers is increased by the administration of an 
aqueous extract of adrenal cortex prepared by Kendall. 
The same effect can be demonstrated by intraperitoneal 
injections of glucose. Two commercial adrenal extracts 
and desoxycorticosterone acetate injected into the animals 
in large doses had no beneficial effect. In specially 
trained dogs, on the other hand, large doses of Kendall’s 
extract could not ameliorate the deterioration in co- 
ordination, vision, and hearing in conditions of high 
altitude. A. I. Suchett-Kaye 


45. Succinic Acid as a Respiratory’ Stimulant. (El 
acido succinico como estimulante respiratorio) 

M. R. Castex, L. E. CAMPONovo, and F. E. LABourrt. 
Prensa Médica Argentina [Prensa méd. argent.] 35, 1327- 
1333, July 9, 1948. 4 figs., 23 refs. 


Experiments were carried out on rabbits, “ sodium 
pentothal ” (thiopentone) being used as an anaesthetic 
and breathing being controlled by a mask. Succinic 
acid was injected through the marginal vein of the ear in 
solutions of 1%. In all cases, the injection of succinic 
acid was followed by immediate increase in the frequency 
and amplitude of breathing and the animals became 
restless for a short time. This respiratory reaction 


‘ occurred every time after the frequent injection of small 


doses of succinic acid. If one injection of 300 mg. was 
given there was an immediate effect on the respiratory 
function, and repeated injection produced apnoea in the 
rabbit. An injection of 500 mg. proved fatal. The 
results obtained in rabbits are similar to those in dogs. 
F. Duran-Jorda 


46. Tolerance Limits to Radiant Heat 

D. L. Lioyp-SmitH and K. MENDELSSOHN. British 
Medical Journal (Brit. med. J.] 1, 975-978, May 22, 1948. 
4 figs., 11 refs. 


The authors set out to discover the amount of radiant 
heat that could be tolerated subjectively by 40 normal 
individuals. By means of an aperture cut in a non- 
conducting shield, they exposed an area 12 < 12 cm., 
either at the epigastrium or between the scapulae, to the 
rays emanating from an ordinary 1,000-watt tungsten- 
filament lamp set in a concave reflector. Measurement 
of temperature by a thermopile applied without pressure 
showed that the skin went on getting warmer for 3 to 
5 minutes, and then remained at a constant temperature 


because of dissipation by conduction and evaporation. 
The greatest heat that could be borne without discomfort 
varied little from person to person—an average of 44-6° C. 
with extremes of 43-2° and 46-4°C. The interscapular 
skin could stand 0-5° C. more than the epigastric. The 
tolerated radiation flux averaged 2:4 pyrons. By con- 
trast, calculation in a number of patients undergoing 
treatment with radiant heat given in the ordinary way 
showed that the skin was getting 0-75 to 1-5 pyrons, 
The authors conclude, therefore, that radiant heat can 
safely be given in higher dosage than is usually thought 
prudent. The question of which disorders, if any, 
benefit from treatment by radiant heat, whatever the 
dosage, is not considered. J. H. Cyriax 


47. Effect of Hypoxia upon Temperature Regulation 
of Mice, Dogs, and Man 

F. J. Korrxe, J. S. PHALEN, C. B. TAyLor, M. B. 
VISSCHER, and G. T. Evans. American Journal of 
Physiology [Amer. J. Physiol.| 153, 10-15, April, 1948. 
4 figs., 16 refs. 


This paper deals with the problem of heat regulation 
in animals and men subjected to hypoxia in decompres- 
sion chambers. Mice, for instance, in an atmosphere of 
low oxygen tension became almost completely poikilo- 
thermic and muscular activity and ability to shiver were 
absent. Mice breathing normal air at a temperature of 
20° C. died when pressure was equivalent to that at 
30,000 ft. (1,000 ft.—300 m.), but when they were 


rendered hypoxic “survival ceiling” increased to 


43,000 to 54,000 ft. (120 to 70 mm. Hg pressure). Below 
15° C. the resistance to hypoxia decreased. The pro- 
tection against death at high altitude, conditioned by a 
drop in body temperature of mice, is due to the decreased 
oxygen demand at lower body temperatures. In dogs, 
inspiration of air with low oxygen content caused an 
increased loss of body heat, as compared with controls. 
When the oxygen content was less than 10%, shivering 
was regularly inhibited. 

Similar experiments in men showed that during 
hypoxia shivering was inhibited; in addition, there was 
not an increase in oxygen consumption, as seen in 
controls breathing normal air at gradually falling tem- 
peratures. The heat loss, as shown by skin temperatures 
and peripheral vascular dilatation, increased in hypoxia. 
These findings were noted in 4 men, but in a fifth experi- 
ment shivering was observed, and although skin tempera- 
tures rose there was no fall in rectal temperature. 

A. I. Suchett-Kaye 


/ NUTRITION 


48. Sexual Differences in the Storage and Metabolism 
of Iron 

E. M. Wippowson and R. A. McCance. Biochemical 
Journal [Biochem. J.] 42, 577-581, 1948. 1 fig., 18 refs. 


Determinations were made of the concentration of 
inorganic iron in the livers of several species of animals. 
In immature rats, the concentration is the same for the 
males and females but after the onset of sexual develop- 
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ment the iron accumulates more rapidly in the females 
than in the males. Females have a higher concentration 
of hepatic iron than males in mice, fowls, and eels, as well 
as in rats, but this sex difference was not found in guinea- 
pigs, rabbits, and perch. Removal of the gonads in 
rats led to an increase in hepatic iron in the males and a 


decrease in the females, so that the concentration became | 


the same for the two sexes. 

Administration of stilboestrol did not affect the store 
of hepatic iron in castrated males but slightly increased 
the store in spayed females. Pregnancy in rats rapidly 
decreased the hepatic store of iron, and this increased 
only slowly after lactation. The decrease during preg- 
nancy can be accounted for by the iron conveyed to the 
foetuses. J. Yudkin 


49. Br, A New Vitamin of the B-Group and its Relation 
to the Folic Acid Group, and Other Anti-anaemia Factors 
G. FRAENKEL. Nature [Nature, Lond.| 161, 981-983, 
June 19, 1948. 23 refs. 


Experiments were carried out on the growth and 
survival of the mealworm, Tenebrio molitor, on synthetic 
diets. It was shown that, in addition to 8 vitamins of the 
B group, it is necessary to give also folic acid and a 
charcoal filtrate from yeast or liver extract. The 
unidentified factor in the latter is given the tentative name 
of Br. The folic acid can be replaced by its conjugate, 
pteroylheptaglutamic acid, but not by concentrated 
parenteral anti-anaemia extract of liver. The Br factor 
cannot be replaced by either of these. Preliminary 
investigations suggest that Br might be related to 
Wills’s anti-anaemia factor, which would make Tenebrio 
useful in the investigation of anaemia. In addition, it is 
possible that, as has. previously occurred, this new B 
factor for insects may be shown to be important in the 
nutrition of other animals. J. Yudkin 


50. B Vitamin Requirements with Advancing Age 
C. A. Mitts. American Journal of Physiology [Amer. 
J. Physiol.] 153, 31-34, April, 1948. 6 refs. 


’ 51. Vitamin-C Requirement of Human Adults. Experi- 


mental Study of Vitamin-C Deprivation in Man 
MEDICAL RESEARCH COUNCIL, VITAMIN C SUBCOMMITTEE. 
Lancet [Lancet] 1, 853-858, June 5, 1948. 2 figs., 21 refs. 


This is a short account of the results of an experiment, 
which is to be described in more detail later. The 
subjects were 19 men and 1 woman, aged 21 to 34. After 
a preliminary period of about 6 weeks on a complete 
diet containing approximately 70 mg. of vitamin C daily, 
they lived for more than a year on a basal diet containing 
less than 1 mg. daily of the vitamin. Ten of the subjects 
Teceived no supplement of vitamin C, 7 were given 10 mg. 
daily, and 3 were given 70 mg. daily. 

In the group deprived of vitamin C, the first signs 
were seen after 17 to 26 weeks and consisted of enlarge- 
ment and keratosis of the hair follicles which later 
became haemorrhagic. After 35 weeks, 9 of the 10 


subjects had numerous haemorrhagic follicles. The 


acne present in 5 of the subjects at the beginning of the 
experiment became worse, but acne did not develop in 
the subjects originally free from it. Changes in the gums 
began after 26 weeks. They became spongy, swollen, 
and purplish and there was patchy necrosis and bleeding. 
After about 30 weeks, scars of experimental wounds 
made a month or two earlier became red and livid, and 
new wounds showed a reduced tendency to heal. Results 
of agility tests showed no abnormality in accuracy but 
there was an increase in fatigability. There was no 
evidence of psychiatric disturbances. In the following 
factors there was no difference in results between the 
“ deprived ” group and either of the “ supplementary ” 
groups—body weight, capillary filtration, infection, 
capillaries of the nail bed and conjunctivae, dark adapta- 
tion, capillary fragility as measured by the Hess or the 
Gothlin method, haemoglobin, red and white cells, 
platelets, and bleeding time. There was no evidence of 
haemorrhage other than in the skin and gums. Other 
signs described as occurring in scurvy which were not 
observed in these subjects include pallor, anaemia, and 
dryness of the skin. 

Of the 7 subjects given 10 mg. vitamin C daily, none 
showed signs of deficiency after 160 days. One subject 
continued for another 92 days and 3 for another 264 days 
on this dose, and none showed abnormalities at the end 
of this time. The remaining 3 were deprived of vitamin 
C after 160 days and 2 of them began to show keratotic 
follicles after 71 days which were promptly cured after 
large doses of vitamin C were given. In the 3 subjects 
receiving 70 mg. of vitamin C daily no changes took 
place during the experiment—300, 326, and 331 days. 
In 3 of the 10 “ deprived ” subjects the experiment was 
ended because of sudden emergencies. In 2 acute cardiac 
conditions developed after 35 weeks and the third showed 
signs of spinal tuberculosis after 26 weeks. All 3 were 
given large doses of vitamin C and in all there was rapid 
improvement in the scorbutic signs. Of the remaining 7 
** deprived ” subjects, 1 was given 20 mg. of vitamin C 
daily and was completely cured of the skin and gum 
lesions in 3 weeks. The other 6 were given 10 mg. daily. 
The skin became normal in about 8 weeks, wound healing 
in 8 weeks, acne in 10 to 18 weeks and the gums in 10 to 
14 weeks. 

The vitamin C content was determined at intervals 
in the plasma and in the white cells. When fairly steady 
values were reached, the plasma contained an average of 
0-55 mg. per 100 ml. in the 70 mg. group, 0-01 to 0-05 mg. 
in the 10 mg. group, and 0 to 0-03 mg. in the “‘ deprived ” 
group. In the cells the values were 10 mg. per 100 mg. 
in the 70 mg. group, 2-7 mg. in the 10 mg. group, and 
below 1 mg. in the “ deprived” group. The minimal 
values in the 10 mg. and “deprived” groups were 
reached in the plasma after about 35 days and in the white 
cells after about 100 days. The minimal values were thus 


reached in the plasma about 100 days, and in the red cells 
20 to 40 days, before the onset signs of deficiency. It is 
concluded that a level of more than 0-1 mg. per 100 ml. 
plasma can be taken to exclude scurvy, but a value below 
this does not help in the diagnosis. On the other hand, 
a value of less than 2 mg. per 100 g. in the cells is definitely 
suggestive of scurvy. The results of these tests show 
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that 10 mg. is probably a sufficient minimal daily intake 
of vitamin C both for the prevention and for the cure of 
deficiency. It is possible, however, that somewhat 
more is required to produce optimal physical efficiency. 
In order to allow for probable variations between 
individuals, partly inherent and’partly due to differences 
in environment and activity, it is suggested that this 
figure should be trebled, thus bringing the daily require- 
ment to the 30 mg. suggested by the League of Nations 
Technical Commission on Nutrition (1938). 

[This paper, which is itself an abstract of the findings 
of a prolonged series of investigations, should be read in 
full by those interested in the subject.] J. Yudkin 


52. A Study of the Vitamin A and Carotene Tolerance 
Tests in the Aged 

H. A. Rarsky and B. NEWMAN. Gastroenterology 
[Gastroenterology] 10, 1001-1006, June, 1948. 17 refs. 


The subjects studied were 43 apparently normal 
individuals—18 males and 25 females—aged from 69 to 
89 years. The level of vitamin A in the serum was below 
the normal.(40 yg. per 100 ml.) in 27 subjects, and the 
level of carotene in the serum was below the normal 
(120 yg. per 100 ml.) in 20 subjects. Large oral doses of 
either caused an increase in the blood level of that sub- 
' stance but not in the level of the other. It appears that 
there is no defect of absorption in the aged, but there may 
be either an inadequate intake or a failure of hepatic 
conversion of carotene to vitamin A. The latter is 
supported by the observations of the same authors that 
in 86% of a group of apparently normal aged individuals 
there was evidence of hepatic dysfunction. [Another 
possible explanation of the results is a prolonged low 
intake of the vitamin.] J. Yudkin 


53. The Influence of Anti-oxidative and Dispersing 
Agents on Vitamin A Absorption: Therapeutic Implica- 
tions in Endogenous Hypovitaminemia A 

H. Popper, F. STEIGMANN, and H. A. DyNieEwiIcz. 
Gastroenterology [Gastroenterology] 10, 987-1000, June, 
1948. 5 figs., 44 refs. 


In human subjects, the blood level of vitamin A follow- 
ing administration of large doses of vitamin A or caro- 
tene was not affected by the administration of tocopherol, 
wheat-germ oil, or lecithin. Tocopherol given together 
with one dose of vitamin A or carotene to vitamin-A 
deficient rats did not affect the amount of the vitamin 
stored in the liver However, tocopherol did increase the 
stores of the vitamin in rats receiving repeated doses of 
vitamin A or carotene. This would suggest that the 
action of tocopherol is to increase the stores of vitamin A 
in the liver by decreasing hepatic destruction of stored 
vitamin A rather than by protecting the vitamin in the 
intestine or blood or during its deposition in the liver. 

Vitamin A is better absorbed from aquéous emulsion 
than from oil solution. This is especially true in condi- 
tions such as liver disease, where absorption from oily 
solution is reduced. It is suggested that aqueous emul- 
sions should be given in cases of “‘ endogenous hypo- 
vitaminaemia A’”’. J. Yudkin 


54. An Evaluation of the Reliability of Certain Blood 
Vitamin Assays in Determining Dietary Adequacy 

G. H. Laine, F. W. Jones, D. ANDERSON, and J. M. 
BEAZELL. Gastroenterology [Gastroenterology] 10, 982- 
986, June, 1948. 4 figs., 3 refs. 


On the basis of a dietary history, the diets of 109 
consecutive, unselected hospital patients were graded as 
excellent (32 patients), good (28), fair (27), and poor (13), 
Estimations were made of vitamin A and carotene, and of 
pyruvic acid, in the blood; these values have been con- 
sidered indicative of nutritional level as regards vitamin 
A and vitamin B respectively. There was no relation 
between the blood levels and the grades of diet consumed, 
so that the estimation of the blood levels of these 
substances cannot be used to determine dietary adequacy, 
[Far too much reliance has been placed on the determina- 
tion of blood levels of vitamins in nutritional studies and 
this paper, with other recent papers, may help to induce 
a more critical approach. Nevertheless, within rather 
narrow limits, determination of blood levels can be of use 
in nutritional surveys.] J. Yudkin 


55. A Comparison of the Acute Toxicity of Two Forms 
of Thiamine 

T. J. HALEY. Proceedings of the Society for Experimental 
Biology and Medicine [Proc. Soc. exp. Biol., N.Y.] 68, 
153-157, May, 1948. 2 figs., 25 refs. 


The author has compared the acute toxicity of a new 
form of vitamin B,, thiamin (aneurin) mononitrate, with 
that of thiamin hydrochloride. The results showed that 
there was little difference in the lethal doses of thiamin 
hydrochloride and mononitrate. In mice the LD 50 was, 
by the intraperitoneal route, 387-3 mg. per kilo for the 
mononitrate and 329-8 mg. per kilo for the hydrochloride. 
With intravenous injection in rabbits, the LD 50 was 
113 mg. per kilo for the mononitrate and 117 mg. per 
kilo for the hydrochloride. Both drugs caused respira- 
tory depression of central origin. Either preparation 
when injected intravenously into anaesthetized rabbits 
caused a fall in blood pressure, and respiratory depression 
when injected rapidly. The toxic doses were much 
larger than those employed therapeutically. 

G. F. Somers 


56. Toxicity and Metabolic Effects of Large Doses of 
an Amino-acid Mixture. (Uber Vertraglichkeit und 
Stoffwechselwirkung grosser Dosen eines Amino- 
sauregemisches) 

K. FROMHERZ and S. MARKEES. 
mentelle Pathologie und Pharmakologie [Arch. exp. Path. 


Archiv fiir Experi- 


Pharmak.] 205, 158-166, May 12, 1948. 1 fig., 7 refs. 


For their experiments the authors used an acid hydro- 
lysate of animal protein with added tryptophan. Intra- 
venous injections of a 20% solution in quantities of 4 g. 
per kilo were well tolerated by rabbits; with 10 g. per 
kilo given per os, the animal died in convulsions, appar- 
ently the result of liver damage. Daily feedings or 
intravenous injections of 1 to 2 g. per kilo over 3 weeks 
caused no toxic symptoms. Lethal doses given by mouth 
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led to a slight rise in the blood sugar, an appreciable fall 
in the alkali reserve of the plasma, and a rise in the urea 
and non-protein nitrogen of the blood. With moderate 
doses nitrogen retention can be demonstrated. 

O. L. V. de Wesselow 


57, Protein Metabolism and Exchange as Influenced 
by Constriction of the Vena Cava. Experimental Ascites 
an Internal Plasmapheresis: Sodium Chloride and Protein 
Intake Predominant Factors 

F. W. McKee, P. R. SCHLOERB, J. A. SCHILLING, G. H. 
TisHkorF, and G. H. Wuippce. Journal of Experi- 
mental Medicine [J. exp. Med. 87, 457-471, June 1, 1948. 
18 refs. 


In two dogs the inferior vena cava above the diaphragm 
was obstructed by a narrow aluminium band placed round 
the vessel to constrict it to one-third to half its diameter; 
the dogs stood the operation well. Ascites developed 
in a few days and was removed by paracentesis at least 
once a week. _The effects of dietary protein and-sodium 
intake were studied. A high protein intake (13-4 g. 
nitrogen per day) resulted in less ascites, less weekly 
loss of body protein by this internal plasmapheresis, and 
higher plasma protein concentration, than on the normal 
kennel diet containing only 1-4 g. nitrogen per day. 
The addition of 6 g. of NaCl per day to either diet in- 
creased the ascites and therefore the weekly loss of 
nitrogen, and diminished the plasma proteins. The 
addition of a sodium-free preparation, having a taste 
similar to salt, to the diets had no appreciable: effect. 
The significance of these results is discussed in relation 
to the treatment of human ascites by high-protein low- 
salt diets. H. K. Goadby 


58. Proteinuria Related to Hyperproteinemia in Dogs 
Following Plasma Given Parenterally. A Renal Threshold 
for Plasma Proteins > 

R. Terry, D. R. HAwkins, E. H. Cuurcu, and G. H. 
Wuippe. Journal of Experimental Medicine [J. exp. 
Med.] 87, 561-573, June 1, 1948. 22 refs. . 


Further observations on the proteinuria produced by 
daily plasma injection into dogs confirmed that a renal 
threshold for protein appears to exist in dogs and that 
this is at a plasma level of 9-6 to 10-4 g. per 100 ml. Al- 
bumin molecules appear to pass through the glomerular 
endothelium into the urine 3 to 4 times as fast as the 
larger globulin molecules. Fibrinogen did not appear 
in the urine in detectable amounts. H. K. Goadby 


59. Parenteral Plasma Protein Maintains Nitrogen 
Equilibrium Over Long Periods 

R. Terry, W. E. SANpDROCK, R. E. Nye, and G. H. 
WuippLe. Journal of Experimental Medicine [J. exp. 
Med.} 87, 547-599, June 1, 1948. 18 refs. 


Two dogs were placed on a very low protein diet 
adequate vitamin 
supplements were given. After a baseline nitrogen 
equilibrium had been reached, plasma from donor dogs 
was injected intravenously at a rate of about 208 ml. per 


M—C 


day, equivalent to 2-22 g. nitrogen, daily for several 
months. By this means, the previously negative nitrogen 
balance in urine became positive, and the plasma protein 
concentrations rose rapidly to 9 to 10%. At this level 
there was a constant proteinuria, which disappeared as 
soon as the plasma injections were stopped. The same 
result was obtained if the plasma was given intraperi- 
toneally at a rate of about 288 ml. per day. The con- 
clusion reached was that the body could use injected 
plasma protein as the sole source of protein substances 
for the replacement of normal wear and tear and for all 
normal body requirements for several months. 
H. K. Goadby 


60. The Nutritive Value of Cereal Proteins in Human 
Subjects 
C. A. KUETHER and V. C. Myers. Journal of Nutrition 
[J. Nutrit.] 35, 651-667, June 10, 1948. 20 refs. 


Careful nitrogen-balance studies were carried out on 
8 adult subjects consuming diets, the protein of which 
was primarily furnished by proprietary preparations of 
cereals. The diets were designed to provide 0-7 g. of 
protein (N x 6:25) and approximately 37-5 Calories per 
kilo body weight per day; an adequate vitamin mixture 
was also supplied. Rolled oats and exploded oat cereal 
were equally well utilized when they furnished 55, 80, 
or 100% of the total dietary njtrogen; the remainder of 
the nitrogen was supplied by milk. Both of these cereals 
at the level of intake provided suboptimal amounts of 
lysine. Wheat flakes were inferior to unprocessed whole 
wheat in the maintenance of nitrogen equilibrium, 
although definitely better than exploded wheat. The 
corn cereal and corn flakes did not show any significant . 
difference from the unprocessed whole corn as regards 
ability to maintain nitrogen equilibrium in adult human 
subjects. Z. A. Leitner 


61. Iron and Copper Metabolism of Young Women 
on Self-selected Diets 

F. Hott and F. I. Scoutar. Journal of Nutrition [J. 
Nutrit.] 35, 717-723, June 10, 1948. 5 refs. 


The amounts of iron and copper were determined in 
the food, faeces, and urine of 17 college women between 
the ages of 17 and 22 years. The subjects were sub- 
divided into 4 groups, each group having the same self- 
chosen diet; the experiment lasted for 3 to 5 days. The 
daily iron intake in food and milk was 6-6 to 13-6 mg., 
with an average of 9-6 mg. (the accepted recommenda- 
tion for young women is 12 mg.); the daily copper intake 
was 6-5 to 13 mg., with an average of 8-1 mg. (2 to 3 mg. 
copper is considered an adequate daily intake). The 
excessively high daily copper intake is explained by the 
authors as a regional effect in the composition of food, 
since the intake was also high in nursery school lunches 
analysed. There were no consistent increases in the 
excretion of iron and copper when the intakes increased. 
Increased intakes of both iron and copper, however, 
usually resulted in increased retention of each. All the 
investigated persons on this self-selected diet were in 
positive iron and copper balance. Z. A. Leitner 
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62. Comparative Growth-promoting Values of Proteins 
of Cereal Grains 

D. B. Jones, A. CALDWELL, and K. D. Wipngss. Journal 
of Nutrition [J. Nutrit.] 35, 639-649, June 10, 1948. 
31 refs. 


The cereal used in these studies was purchased in the 
open market, and adequate vitamin and salt mixtures 
were added. The growth-promoting values of the pro- 
teins were determined by means of ad libitum feeding 
experiments with young albino rats, and evaluated on the 
basis of weight increases and gains per g. of protein 
consumed over 6-week periods. The test substances 
were incorporated to supply protein at 4-5, 7-5, 9-5, 
and 12% levels. Because of differences in nitrogen con- 
tent only hard wheat and rolled oats could be used at 
the 12% protein level, and polished rice could only be 
used at the 4:5% level. At the 4-5% protein level the 
values were in the following descending order: oats, 
rye, polished rice, brown rice; the last was about equal 
in value to corn, barley, and hard and soft wheat. At 
the 7-5% protein level the sequence was brown rice, 
oats, rye, corn, wheat, and barley; at the 9-5% protein 
level oats surpassed wheat and rye, and at the 12% 
protein level oats were greatly superior to hard wheat. 
Oats, rye, and rice proved superior to all other cereals 
at the protein | levels at which they could be compared. 

A. Leitner 


63. The Oral and Parenteral Phenylalanine Require- 
ments for Nitrogen Equilibrium in Man 

R. D. EckuHarpt and C. S. Davipson. Journal of 
Clinical Investigation [J. clin. Invest.] 27, 165-170, March, 
1948. 2 figs., 23 refs. 


The authors have determined the minimai daily intake 
of /-phenylalanine necessary to maintain the nitrogen 
balance in man. They find that a higher intake is 
necessary when intravenous protein hydrolysate is used 
as source than when it is administered orally (1-9 g. daily 
by mouth in divided doses, or 2-7 g. as a single rapid 
injection, compared with 1-4 g. estimated by Harte and 
Travers). The authors regard their figures as on the 
high side of the true dietetic minimum by either route. 
They find a higher rate of urinary loss when phenylalanine 
is given in doses below the minimum necessary for 
nitrogen equilibrium, and still higher losses of total 
amino-acids when fed or injected. Oral feeding of 
amino-acid solution resulted in an 8-times, and parenteral 
a 28-times, greater urinary loss than when whole protein 
is fed orally. The data refer to human subjects in 
health. Alex. Comfort 


64. Proof of a Hormonal Mechanism for Gastric 
Secretion—the Humoral Transmission of the Distention 
Stimulus 

M. I. GrossMAN, C. R. ROBERTSON, and A. C. Ivy. 
American Journal of Physiology [Amer. J. Physiol.| 153, 
1-9, April, 1948. 4 figs., 15 refs. 


The authors studied the acid secretion from subcutane- 
.ous and intra-abdominal gastric pouches made in 6 adult 


dogs. In 4 dogs (Group I) the subcutaneous pouch 
consisted of the greater proportion of the fundus of the 
stomach; and in 2 dogs (Group II) the subcutaneous 
pouch consisted of the pyloric end of the stomach. The 
essential feature of the operations by which the gastric 
pouches were made was the division of the original 
vascular pedicle supplying the subcutaneous pouch some 
6 weeks after the transplantation. The intra-abdominal 
stomach was in some cases left in its normal relations to 
oesophagus and duodenum, and in some cases made 
into a blind pouch, communicating with the abdominal 
wall by a fistula. [For operative detail the original paper . 
must be consulted.] The object of the experiments was 
to determine whether mechanical distension of some 
part of the stomach could invoke acid secretion in a 
gastric pouch with a remote blood supply. The pouches 
were moderately distended by balloons for half an hour, 
sufficiently to cause strong contractions of the stimulated 
pouches but not so strongly as to provoke symptoms of 
nausea in the animal. [Initial pressures are not stated.] 

Results show that in no instance did distension of a — 
fundic pouch lead to acid secretion in a pyloric pouch, 
On the other hand, distension of the pyloric pouches led 
to excessive secretion of free acid by the fundic pouches 
in 29 out of 43 trials in dogs of Group I, and in 8 out of 
24 trials in Group II. By excéssive secretion is meant 
the secretion of greater amounts of free acid than had 
been observed in basal studies before distension. Sucha 
positive secretory response was observed in 36 out of 
38 trials when an injection of “ urecholine”’ (1-5 to 
3 mg. in oil and wax) was given intramuscularly 30 
minutes before distension was started. The response to 
urecholine alone in the half hour before distension was 
variable. Usually there was no response, but occasion- 
ally high acid levels were evoked. [The assumption 
from this last finding that urecholine alone rarely pro- 
duces a secretory response is not justified by the evidence 
given in this paper, for the drug was given intramuscularly 
in an oil and wax medium and the time when it came into 
action was unknown.] The latent period between the 
distension and the secretion was usually less than half 
an hour, but varied from 10 minutes to an hour. 

The authors’ conclusion is that distension of the pyloric 
end of the stomach leads to secretion of acid by the 
fundic glands by the operation of an humoral agent 
carried in the blood stream. John Naish 


CIRCULATORY SYSTEM 


65. Arterio-venous Anastomoses in Liver, Spleen, and 
Lungs 

M. PRINZMETAL, E. M. Ornitz, B. SIMKIN, and H. C. 
BERGMAN. American Journal of Physiology [Amer. J. 
Physiol.] 152, 48-52, Jan., 1948. 15 refs. 


’ Glass spheres with diameters 20 to 40 times the dia- 
meter of capillary lumina were injected into the afferent 
vessels of the liver in living rabbits, the spleen in living 
dogs, and the lungs of living rabbits, cats, and dogs. 
The spheres traversed these organs, indicating the pre- 
sence of non-capillary channels. E. F. McCarthy 


CIRCULATORY SYSTEM 19 


66. Measurement of the Circulating Red Cell Volume 
with Methemoglobin-Tagged Cells 

J. C. Moore, O. W. SHADLE, and H. C. LAwson. 
American Journal of Physiology [Amer. J. Physiol.| 153, 
322-329, May, 1948. 2 figs., 19 refs. 


Methaemoglobin was formed in heparinized dog’s 
blood when 50 to 100 mg. per 100 ml. of sodium nitrite 
was added and the excess removed after 15 minutes with 
ammonium sulphamate (250 to 500 mg. per 100 ml.). 
The washed red cells were then injected intravenously 
into splenectomized dogs which had been anaesthetized 
with barbitone. The dilution of red cells was deter- 
mined by spectrophotometric estimation of methaemo- 
globin by a method involving its conversion to cyan- 
methaemoglobin (Horecker and Brackett, J. biol. Chem., 
1944, 152, 669). Cell volume was also calculated in the 
same animals by: (a) the dye-injection method for 
plasma volume and the arterial haematocrit value; 
(b) the increase in the. haematocrit value produced by 
injection of the red cells; and (c) the decrease in the 
haematocrit value resulting from injection of plasma. 
The methaemoglobin method gave results fairly close to 
those obtained by the calculations of changes in haemato- 
crit value; the results in methods (5) and (c) were usually 
in agreement even when the methaemoglobin value was 
significantly different. A second determination by the 
methaemoglobin method after alteration of cell volume 
by injection of cells or haemorrhage (with replacement of 
fluid volume) gave values in agreement with those cal- 
culated from the volume of cells known to have been 
added or removed. The methaemoglobin disappears 
slowly from the ‘ tagged”’’ red cells by intracellular 
reduction of the ferric iron; it is relatively uninfluenced 
by physiological variables. R. A. Gregory 


67. Serum and Plasma Antithrombin 

C. A. Owen and J. L. BoLLMAN. Proceedings of the 
Society for Experimental Biology and Medicine [Proc. 
Soc. exp. Biol., N.Y.) 67, 367-369, March, 1948. 1 fig., 
7 refs. 


68. Factors Affecting the Appearance and Persistence 
of Visible Cutaneous Reactive Hyperemia in Man 

W. F. GrEENWoopD, A. C. BarGerR, J. R. DIPALMa, J. 
Stokes, and L. H. SmitH. Journal of Clinical Investiga- 
tion [J. clin. Invest.] 27, 187-197, March, 1948. 7 figs., 
17 refs. 


The circulation was occluded in an area of forearm 
skin by means of a plastic ring weighted to 500 g. and 
the threshold time for visible hyperaemia and the time 
taken for it to disappear were observed. Both times 
were moderately increased at temperatures between 37° 
and 32° C., and much increased between 32° and 27° C. 
It is suggested that the main factor in this increase at 
the higher range of temperature is the slowness with which 
metabolites accumulate, while over the lower range it is 
chiefly due to higher vasoconstrictor tone. Such a tonic 
effect was demonstrated when adrenaline was given 
by ionization. Increased venous pressure lowered the 
threshold and increased clearing time, but elevation of 


the arm, while raising the threshold, had little effect on 
clearing. They conclude that local visible hyperaemia 
is an index of the tone in small skin vessels, provided that 
venous pressure and temperature remain constant. 
Alex. Comfort 


69. Regulation of Pulmonary Arterial Blood Pressure 
G. LILJESTRAND.. Archives of Internal Medicine [Arch. 
intern. Med.) 81, 162-172, Feb., 1948. 10 figs., 12 refs. 


Pulmonary arterial pressure was recorded in anaes- 
thetized cats with the chest closed by means of a special 
cannula which did not obstruct the lumen of the vessel. 
The pressure was raised by intravenous adrenaline 
(0-005 to 0-02 mg.) or ergotamine (0-3 mg.) which acted 
directly on the pulmonary vessels. No evidence was 
obtainable of nervous reflex control of the pulmonary 
circulation. Adrenaline or carbon dioxide caused a 
small or moderate rise in pulmonary arterial pressure 
which was unaffected by vagotomy but was abolished 
or reversed by ergotamine. Oxygen lack caused a rise 
in pulmonary arterial pressure and oxygen inhalation a 
fall; these effects were not secondary to associated 
changes in the heart-lung circulation. This influence of 


“oxygen tension on the pulmonary arterioles was not 
abolished by vagotomy, or by extirpation of the stellate 
ganglia, or by administration of ergotamine, dihydro- 
ergotamine, atropine, or yohimbine. It is considered to 
be a local effect. 


R. A. Gregory 


70. Comparison of the Fick and Dye Injection Methods 
of Measuring the Cardiac Output in Man 

W. F. HamiLton, R. L. Ritey, A. M. Atryan, A. 
COURNAND, D. M. Fowe.i, A. HIMMELSTEIN, R. P. 
Noster, J. W. REMINGTON, D. W. RicHARDs, N. C. 
WHEELER, and A. C. WITHAM. American Journal of 
Physiology [Amer. J. Physiol.] 153, 309-321, May, 1948. 
2 figs., 17 refs. 


Cardiac output can be determined from the time- 
concentration curve in arterial blood (obtained from 
rapid serial samples) of a dye injected rapidly into a vein. 
This and the direct Fick method (cardiac catheterization) 
were compared in 48 almost simultaneous determinations 
in 31 subjects, including normal individuals at rest and 
during light and heavy exercise and patients suffering 
from various cardio-respiratory diseases at rest and during 


occasional light exercise. The technique of determining 


cardiac output by the dye injection method is described 
in detail. The results agreed within 25°% in all but six 
determinations. The distribution of results about the 
line of identity was symmetrical, so thatthe averages for 
each method were almost identical. The dye method, 
owing to its rapid performance and its nature, is more apt 
to reflect physiological variations. The sources of error 
in it are discussed, the chief being recirculation of blood 
(containing dye) during the determination. 

R. A. Gregory 


71. Heat Loss and Blood Flow of the Feet Under Hot 
Cold Conditions _ 

L. H. Love. Journal of Applied Physiology [J. appl. 
Physiol. 1, 20-34, July, 1948. - 1 fig., 26 refs. 


ouch 
f the 
The 
iStric 
ginal 
some 
ninal 
ns to 
nade 
ninal 
yaper . 
was 
some 
ina 
iches 
nour, 
lated | 
ns of 
ted.] 
ofa 
uch, 
led 
iches 
ut of 
neant 
had 
uch a 
ut of 
‘5S to 
ly 30 
se to 
| was 
sion- 
ption 
pro- 
Jence 
ularly 
> into 
n the 
half 
yloric 
y the 
agent | 
ish 
, and 
| 
> dia- 
erent 
living | 
dogs. | 
pre- 
thy 


Pharmacology and Therapeutics 


72. Quantitative Studies of Procaine Metabolism in the 
Cat 

A. S. V. BurGEN and C. A. Keere. British Journal of 
Pharmacology and Chemotherapy [Brit. J. Pharmacol.) 3, 
128-136, June, 1948. 11 figs., 25 refs. 


Recent use of intravenous procaine in therapeutics 
stimulated an investigation into the fate of procaine 
given by this route. Blood concentrations of procaine 
and of p-aminobenzoic acid (PABA) (free and acetylated) 
have been estimated by a modification of the method of 
Bratton and Marshall for sulphonamides, during and 
after infusion of, or single doses of, procaine in cats 
under chloralose. Infusion of procaine in a dose exceed- 
ing 2 mg. per kg. per minute caused respiratory depression 
but where a rate of 0-5 to 2:5 mg. per kg. per minute was 
tolerated for at least 10 minutes constant blood levels of 
procaine were observed after an initial rapid rise. The 
plateau level Of procaine was proportional to the rate 
of infusion. Blood levels of PABA rose rather more 
slowly, extensive hydrolysis of procaine being suggested. 
When the infusion was stopped, the procaine con- 
centration decayed in a logarithmic manner; this would 
be expected if destruction were largely due to enzymatic 
hydrolysis as by procaine esterase. After single injections 
of procaine, the rate of decay of the blood procaine level 
was much more rapid. Excretion and destruction by 
the kidney is unimportant since exactly similar blood 
levels of procaine were obtained by infusion of 1-2 mg. 
procaine per kg. per minute for 30 minutes before and 
after ligation of both renal pedicles. The PABA con- 
centration rose more steeply after ligation, suggesting 
that there is normally a significant excretion of PABA by 
the kidneys. In cats and in man only very small 
amounts of injected procaine were detected in the urine, 
although PABA was present. In contrast to man, only 
an insignificant amount of PABA is excreted in the 
acetylated form by the cat. 

Diffusion, fixation in tissues, and destruction in blood 
and tissues are considered and it is calculated that the 
rapid initial fall of blood procaine concentration after 
single procaine injections is due almost entirely to 
diffusion into the tissues. It was shown in eviscerated 
cats that clamping the hepatic artery during procaine 
infusion caused-a sudden rise of procaine in blood from 
14 to 24 mg. per litre. It appeared that up to 40% 
of injected procaine was destroyed in the liver. The 
possibility that procaine esterase was secreted into the 
blood by the liver was studied in rats and rabbits in which 
liver damage had been produced by carbon tetrachloride. 
There was no reduction of blood procaine esterase in 
rabbits with liver damage, while eserine, neostigmine, 
methylene blue, and DFP, which are known to inhibit 
procaine esterase in vitro, did not affect procaine levels 
in blood during procaine infusion in cats. The tolerance 
to intravenously injected procaine is not due to rapid 
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excretion but to rapid inactivation, largely by hydrolysis 
in the blood. A man weighing 60 kg. can inactivate 
100 mg. procaine per minute on the basis of the cat 
experiments. Derek R. Wood 


73. Analgesic Effects in Human Subjects of Morphine, — 
Meperidine and Methadon 

E. M. CHRISTENSEN and E. G. Gross. Journal of the 
American Medical Association [J. Amer. med. Ass.] 137, 
594-599, June 12, 1948. 10 figs., 8 refs. 


This paper. deals with the study of ‘ methadon” 
(amidon, physeptone ’’) (6-dimethylamino-4,4-diphenyl- 
3-heptanone) as a pre-anaesthetic agent; the analgesic 
properties of this drug are compared with those of 
morphine and meperidine (pethidine) hydrochloride 
when given alone and in combination with atropine, 
scopolamine, and neostigmine. Methadon, 5 mg. 
with scopolamine 0-3 or 0-4 mg., was given to 69 un- 
selected patients of all ages as a pre-anaesthetic agent 
with different modes of anaesthesia. Because of its 
poor sedative effects the drug is not recommended as a 
pure pre-anaesthetic agent. In control patients given 
premedication with morphine and scopolamine sedation 
and relaxation were better. 

The analgesic effect of the 3 drugs was measured by 
the method of Wolff, Hardy, and Goodall (J. clin. 
Invest., 1940, 19, 649) on 11 normal subjects. Each drug 
was given separately and in combination with atropine 
(0-3 mg. dose), scopolamine (0-3 mg. dose) and neostig- 
mine (0-5 mg. dose) in 3 separate doses of 1-25 mg., 
2-5 mg., and 5 mg. Subcutaneous and intravenous 
routes were used. As an analgesic methadon was found 
to be 3 times as potent as morphine and many times more 
potent than meperidine. Side-effects with methadon, 
such as nausea and vomiting, were minimal and the 
drug is therefore recommended in all cases for relief 
of pain. With subcutaneous injections the analgesic 
effects are of slow onset but of long duration. Whilst 
atropine and scopolamine markedly reduce the analgesic 
properties of methadon and .morphine, neostigmine 
enhances the effects of all 3 drugs. [This paper also 
includes abstracts of a discussion on the subject. It - 
should be consulted for the detailed pharmacology of the 
drugs.] S. Karani 


74. A New Anti-convulsant Drug Mesantoin ”’). 
(Un nouveau medicament anticonvulsif (Le triméthyl-5- 
phényl-éthylhydantoine)) 

C. A. GAUTHIER. Laval Meédical [Laval méd.] 13, 303- 
320, March, 1948. 4 refs. 


“* Mesantoin ”’ (trimethyl-5-phenylethylhydantoin) is a 
white powder, nearly tasteless, soluble in water, acids, 
and alkalis. Clinically it is much less toxic than pheny- 
toin, and only occasionally has to be withdrawn because 
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of hypertrophy of the gums or exfoliative dermatitis. A 
common symptom is drowsiness, which usually passes 
off after the first week or two. The dose varies from 
0-3 to 0:5 g. daily, and the drug is usually given together 
with phenobarbitone. The author ‘quotes cases of 
10 patients (3 men, 7 women), varying in age from 6 
to 52, all of whom suffered from epilepsy which had not 
responded to barbiturates or phenytoin, and in whom fits 
were greatly reduced or disappeared when they were 
given mesantoin. Most of the patients had grand mal, 
but 1 had petit mal as well. Mesantoin arrested the 
grand mal and “tridione” the petit mal. Against 
convulsive shocks in animals, the comparative efficacy 
is as follows: phenytoin, 50 mg. per kilo, mesantoin only 
5 mg. per kilo body weight. T. E. C. Early 


75. The Effects of Intravenous Injection of Tetra- 
ethyl-ammonium Chloride on the Intra-arterial Blood 
Pressure and Other Physiologic Variables in Man 

G. E. Brown, E. H. Woop, and E. H. LAMBERT. Journal 
of Pharmacology and Experimental Therapeutics [J. 
Pharmacol.) 93, 10-17, May, 1948. 3 figs., 8 refs. 


The effect of tetraethylammonium chloride (5-5 to 
7-7 mg. per kg.) was investigated on 8 healthy men 
between 18 and 43 years of age. The following methods 
for continuously recording several physiological variables 
photographically were employed. Arterial pressure 
(radial artery) and venous pressure (greater saphenous 
vein at the ankle) were recorded by the method of Lam- 
bert and Wood (Proc. Soc. exp. Biol., N. Y., 1947, 64, 186); 
intrarectal pressure was registered by an air-filled balloon 
and catheter inserted 12 cm. above the anal ring, con- 
nected to a strain gauge manometer of suitable sensitivity, 
the electrocardiogram by an electrocardiograph activating 
a cardiotachometer for continuously recording the heart 
rate (Sturm and Wood, Fed. Proc., 1946, 5, 102), respira- 
tion by means of a basal metabolism mouthpiece con- 
taining a thermocouple, ear opacity pulse and blood 
content of the ear by means of a photo-electric ear 
plethysmograph, and change in leg volume plethysmo- 
graphically. In 3 subjects the drug was given in a single 
dose, in the other 5 in five equally divided doses (1 to 
2 minute interval between first and second doses, 1 minute 
between the subsequent ones). 

The systolic blood pressure decreased in all subjects; 
the average standard deviation of the systolic blood 
pressure of successive pulse waves over 15-second inter- 
vals decreased from 2-8 mm. to 1-3 mm. Hg. During 
the period 3 to 5 minutes after the injection the mean 
pressure decreased by 8+-2-9 mm. Hg (range 20 to 3). 
If the drug was given in divided doses, the first 2 doses 
produced 70% of the fall of the systolic pressure caused 
by the total of 5 doses. The effect on the diastolic pres- 
sure was variable. The heart rate was increased in all 
subjects, and usually in a stepwise fashion on administra- 
tion of divided doses, the first 2 doses producing on an 
average 81% of the total increase. The venous pressure 
(investigated in 4 subjects) rose slightly (1 to 3 mm. Hg). 
The leg volume in 4 subjects increased by an average of 
35 ml. (range: 20 to 50 ml.). The mean intrarectal 
pressure was not altered, but the irregular contractions 


of the bowel were abolished after an average of 39 
(range 20 to 60) seconds. The volume of the ear in- 
creased, the maximum increase occurring after an 
average of 147 seconds, and with divided doses after 205 
seconds, at which time an average of 60°% of the drug had 
been given. The average reductions of arterial pressure 
and increases of heart rate were statistically significant for 
a period of 20 to 25 minutes after the injection. Slight 
changes of the same kind persisted for more than 40 
minutes. The effect on the motility of the rectum con- 
tinued up to 72 minutes after the drug was given and was 
thus more persistent than those on blood pressure and 
heart rate. A. Schott 


76. Comparisons of Various Histamine Antagonists 

J. J. Reuse. British Journal of Pharmacology and 
Chemotherapy [Brit. J. Pharmacol.| 3, 174-180, June, 
1948. 7 figs., 19 refs. 


The antihistamine potencies of ‘“ neoantergan’”’, 
** 3,277 R.P.”, “* benadryl”; antistin”, and nuper- 
caine’ were found to diminish in that order when 
tested in various ways on isolated tissues. Neoantergan 
was the most specific antihistamine substance, its activity 
against histamine being 19,500 times its activity against 
acetylcholine when tested by Schild’s method on guinea- 
pig intestine. Small quantities of neoantergan were 
roughly assayed by observing their depressant effect on 
the responses of guinea-pig intestine to a series of equal 
doses of histamine. In this way it was possible to 
differentiate between 0-001 yg. gnd 0-002 yg. of neo- 
antergan. In judging the result it is necessary to con- 
sider both the magnitude and duration of the antagonistic 
action. If the effects on guinea-pig intestine of a dose of 
tissue extract and of an apparently equivalent dose of 
histamine are equally inhibited by a specific antihistamine 
substance, this is additional evidence that the active 
substance in the extract is histamine. For this purpose a 
low concentration (one-tenth of that of the histamine) of 
neoantergan is best. Higher concentrations of neo- 
antergan can inhibit the effect of potassium, nicotine, and 
acetylcholine. In sufficiently low concentration, having 
no stimulant action of its own, neoantergan inhibited the 
effect of histamine on the isolated uterus from the cat, 
rabbit, and guinea-pig. 

The other antihistamine substances were less pote nt 
and less selective. Recovery from the effect of 3,277 R.P. 
was slow. A concentration of neoantergan which 
inhibited the effect of histamine did not alter the effect 
of adrenaline on the rabbit uterus. Neoantergan 
increased coronary flow, depressed heart rate and force 
of beat, and antagonized the effect of histamine on the 
isolated cat heart. The increased coronary flow and 
antihistamine effect were also observed in isolated rabbit 
hearts, which did not beat owing to deficient oxygenation. 
The local anaesthetic potencies of these substances, 
tested on the frog’s lumbar plexus, were found to be: 
nupercaine 100, 3,277 R.P. 30, benadryl 26, neoantergan 
5-5, and antistin 3 (relative molar activities). The local 
anaesthetic activity bears a closer relation to the activity 
against acetylcholine than to that against histamine. 

Derek R, Wood 


‘Olysis 
tivate 
le cat 
ood 
Phine, 
opine, 
mg. 
9 un- 
agent 
of its 
lasa 
given | 
acids, 
yheny- 
cause 


PHARMACOLOGY AND THERAPEUTICS 


77. Acetylcholine Antagonists: A Comparison of their 
Action in Different Tissues ; 

_ F. J. De Exio. British Journal of Pharmacology and 
Chemotherapy [Brit. J. Pharmacol.) 3, 108-112, June, 
1948. 4 figs., 6 refs. : 


The finding by Dawes that some substances had local 
anaesthetic, analgesic, spasmolytic, and quinidine-like 
activity led to the suggestion that these effects might be 
the result of antagonism of acetylcholine. It was also 
known that intra-arterial injection of acetylcholine causes 
severe pain and that such injection is followed by 
electrical changes in the sensory nerve similar to those 
produced by mechanical pressure. The 4 local anaes- 
thetics, procaine, cocaine, amethocaine, and “ nuper- 
caine”, quinidine, and the spasmolytics, “* trasentin- 
6H” and atropine, have therefore been compared as 
local anaesthetics and as antagonists to acetylcholine on 
various tissues. When tested by intracutaneous injection 
in guinea-pigs, the recognized local anaesthetics had their 
expected effect but it was also found that quinidine, 
trasentin-6H, and atropine had local anaesthetic activities 
of 1-5, 1, and 0-5 relative to procaine as 1. All these 
substances depressed the action of acetylcholine- on iso- 
lated frog rectus muscle,rabbit intestine, and the perfused 
vessels of the rabbit’s ear. The relative potencies of 
these substances as local anaesthetics and as antagonists 
of acetylcholine on the frog rectus are closely similar. 
With other tissues no such close similarity was found. 
The spasmolytic activity of atropine was, for example, 
3,000 times that of procaine but the effect of atropine on 
blood vessels only 50 fimes that of procaine. Although 


procaine, trasentin-6H, quinidine, and atropine antagon-. 


ized the effect of acetylcholine on the isolated rabbit 
auricles, cocaine had no effect and amethocaine and 
nupercaine increased the effect. It may be that another 
effect of these last 3 substances masks their antagonism of 
acetylcholine on the rabbit auricles. Further investiga- 
tion may show “ 
substance which opposes the action of acetylcholine at 
sensory nerve endings ”’. Derek R. Wood 


78. Observations on Reactive Hyperaemia as Related 
to Histamine, on Drugs Antagonizing Vasodilatation 
Induced by Histamine and on Vasodilator Properties of 
Adenosinetriphosphate. [In English] 

B: Fotkow, K. Hacer, and G. KAHLSON. Acta 
Physiologica Scandinavica {Acta physiol. scand.] 15, 264— 
278, May 31, 1948. 6 figs., 14 refs. 


The rate of blood flow through the hind limbs of 
heparinized and eviscerated cats and dogs has been 
measured from a Gaddum outflow recorder. The out- 
flow from the limbs was collected from the distal stump 
of the vena cava and returned to the heart through a 
reservoir connected to the proximal part of the vena cava. 
[For details see the original paper.] The venous outflow 
and blood pressure remain steady for about 2 hours. 
Reactive hyperaemia was. produced after temporary 
obstruction of the aorta. The magnitude of the vaso- 
dilatation in reactive hyperaemia did not vary much, 
although the sensitivity of ‘vessels § in the different animals 


that a local anaesthetic is essentially a _ 


injected with histamine normally varied by a factor of — 
50 to 100; nor was it significantly different from normal 
after the vessels had been made even more insensitive to 
histamine by injection of “* benadryl ”’, neoantergan ”, 
or “ antistin”. It was found that the effect of doses of 
histamine which were more than five times the dose caus- 
ing maximal vasodilatation was not diminished by any 
amount of antihistamine substance. It is suggested that 
histamine may cause vasodilatation by combination with 
two different receptors, one of which is not blocked even 
by lethal doses of an antihistamine substance. 

After a few hours’ perfusion there is a progressive 
reduction in hind-limb blood flow, probably due to 
vasoconstriction. The-flow can be stopped by raising 
the venous reservoir, and in this ischaemic state accumu- 
lation of vasodilator substances might be expected to 
occur as during arterial occlusion before reactive hyper- 
aemia. Under these conditions small doses (0-01 pg.) 
of acetylcholine or histamine produce vasodilatation and 
temporary resumption of blood flow when injected intra- 
arterially. The vessels appear to be responsiye to 
adequate amounts of vasodilator substances. Obstruc- 
tion of the aorta, even for 5 to 10 seconds, also elicits 
vasodilatation. The potent vasodilator properties of 
adenosine triphosphate were confirmed, for intra- 
arterial injection of 0-2 jg. of the sodium salt caused 
vasodilatation in the fresh preparation, .and this effect 
was not altered by atropine or benadryl. 

The authors conclude that the mechanism of reactive 
hyperaemia remains obscure. Derek R. Wood 


79. Further ‘Observations on the Specificity of the 
Folic Acid Molecule 

T. D. Spires, G. G. Lopez, R. E. Stone, F. MILANES, 
R. O. BRANDENBURG, and T. ARAmMBURU. Blood 
[Blood] 3, 121-126, Jan., 1948. 9 figs., 2 refs. 


In the hope that something would be learnt of the 
nature of blood regeneration the haematopoietic proper- 
ties of six synthetic compounds related to folic acid in 
their chemical structure were investigated in persons with 
Addisonian pernicious anaemia, nutritional macrocytic 
anaemia, and tropical sprue in relapse. 

To one patient with pernicious anaemia and one with 
nutritional macrocytic anaemia 20 mg. of the magnesium 
salt of formyl pteroylglutamic acid (formyl folic acid) 
was administered orally for 10 days. The same quantity 
of the magnesium salt of formyl pteroic acid (Strepto- 
coccus lactis factor) was given orally to one patient 
with pernicious anaemia for 10 days, and 20 mg. of 
N-(4-(4-quinazoline) amino) benzoyl-glutamic acid was 
given orally to one patient with pernicious anaemia for 
10 days. After this period the dose was increased to 
50 mg. daily for 5 days. Twenty mg. of pteroylaspartic 
acid was given orally to one patient with tropical sprue 
for 10 days and 40 mg. then given daily for another 
10 days. Twenty g. of oxyfolic acid was given daily by 
mouth to one patient with nutritional macrocytic anaemia 
and to one patient with pernicious anaemia for 10 days. 
Oxypteroic acid was given daily by mouth in 20 mg. 
doses to two patients with tropical sprue. If within 
10 days reticulocytosis had not occurred 10 mg. of 


PHARMACOLOGY AND THERAPEUTICS 23 


folic acid was administered till the blood values reached 
a satisfactory level. 
In the amounts administered only the magnesium salt 
of formyl! pteroylglutamic acid was effective in producing 
“the reticulocyte response and the increase in red cells, 
haemoglobin, white cells, and platelets. It was not 
found to be as effective per unit of weight as was folic 
acid per se. The authors presume that this compound 
is changed into folic acid slowly in the body. The 
magnesium salt of formyl pteroic acid (S. lactis factor) 
was found to have no effect on haematopoiesis. They 
claim that these observations show the marked specific 
action of the folic acid molecule. R. Winston Evans 


80. The Tissue Distribution of Radioantimony Inhaled 
as Stibine 

R. E. Smitu, J. M. Sreeve, R. E. Eakin, and D. B. 
Cowir. Journal of Laboratory and Clinical Medicine 
[J. Lab. clin. Med.) 33, 635-643, May, 1948. 7 figs., 
3 refs. 


Radioactive antimony in the form of two isotopes, 
Sb!22 and Sb!*4 with half-lives of 2-8 and 60 days respec- 
tively, made in a cyclotron, was added to magnesium and 
fused under nitrogen, making a 1:5 alloy. Known 
amounts of this could be dropped into hydrochloric acid, 
thus preparing stibine. Chicks, normal and infected with 
Plasmodium gallinaceum, and guinea-pigs were exposed 
to a concentration of about 25 parts per million of 
stibine for about 50 minutes. At intervals afterwards, 
some were killed, the blood was drawn off and centrifuged, 
and the organs were removed and weighed. The anti- 
mony content of these portions was then determined with 
a f-ray counter. Time-concentration curves were thus 
prepared for whole blood, erythrocytes, and plasma, and 
for spleen, liver, kidney, heart, and brain. The curve 
for whole blood shows a high level at the start, which 
rapidly falls, as do those of its fractions. The antimony 
is, however, largely concentrated in the red cells at the 
beginning. The elimination curves for the lung, brain, 
muscle, and fat are similar to those for blood, and the 
tissue/blood ratio of antimony remains fairly constant 
throughout the period of elimination. For the liver 
and spleen the type of curve is different, in that a maxi- 
mum is only reached an hour or more after the end of the 

-exposure to stibine. The heart and kidney yield inter- 
mediate curves. Tissue/blood ratios for antimony were 
calculated for several organs and show that after 8 hours 
these have all become fairly constant. As the antimony 
concentration in the blood falls very rapidly at first, the 
deduction is made that antimony is leaving the blood for 
the tissues in general during that time but during the 
later stages it is being excreted from the body. It is 
suggested that the constancy in the tissue/blood ratios 
may have some therapeutic importance, since after about 
8 hours the antimony concentration in any organ might 
be calculated from that in the blood alone. 

Excretion in the bile and urine was also determined. 
In the former, the curves resembled those for liver, but 
the peak level was higher and later in time. The maxi- 
mum rate of urinary excretion was at about 2 hours after 
exposure. Excretion was more rapid in the guinea-pig 


than in the chick, the former having excreted 50% in 
45 minutes after exposure, while the latter would require 
2 to 5 hours for this. No difference was observed 
between the results obtained in chicks infected with 
P. gallinaceum and in normal birds. 

Reginald St. A. Heathcote 


81. The Influence of “ Salyrgan” on the Action of 
Oxytocin and Vasopressin on Salt Diuresis. (Uber die 
Beeinflussung der Wirkung von Oxytocin und -Vaso- 
pressin auf die Salzdiurese durch Salyrgan) 

O. SCHAUMANN and L. ScHmipt. Archiv fur Experi- 
mentelle Pathologie und Pharmakologie {Arch. exp. Path. 
Pharmak.| 205, 367-375, May 12, 1948. 1 fig., 28 refs. 


White male rats, weighing 150 to 200 g. and fed on 
unlimited quantities of grain and tap-water, were used. 
in groups of 6, each of them twice a week. The dissolved 
drugs were made up with saline to 1 ml. per injection. 
Each animal was given 5 ml. of tap-water through a 
catheter before the beginning of each test which lasted 
for 6 hours. The urine was measured at 30-minute 
intervals, but analyses were made from the whole amount 
collected at the end of the experiment. The amount of 
sodium and chloride in drugs, food, and water was 
neglected, only the NaCl of the injected saline being 
considered. ‘‘ Salyrgan” (0-01 ml. of the marketed 
drug containing 1 mg. salyrgan and 0-5 mg. theophylline), 
** orasthin ”’ (a commercial preparation of the posterior 


. pituitary containing in each ml. 0-04 unit vasopressin 


and 3 units of oxytocin), ‘“ tonephin’’ (containing 
0-:0004 unit of vasopressin), “‘ hypophysin” (a crude 
commercial posterior pituitary preparation containing 
0-03 unit of both vasopressin and oxytocin), and “ prae- 
physon ”’ (a crude commercial anterior pituitary. prepara- 
tion invariably containing also posterior pituitary 
hormones, 0-03 unit) were injected in the doses stated 
either alone or combined with salyrgan. This latter, 
injected alone into rats on a NaCl-low diet in doses of 
5 to 7 mg. per kilo body weight, was without noticeable 
effect on either water or salt diuresis (about 20% more 
than controls). With orasthin, water diuresis equalled 
that of controls; Cl excretion was raised to 220% and 
Na to 300% of controls. Excretions when salyrgan and 
orasthin were combined in one injection were: water 
100%, Cl 380%, Na 870% of controls. With tonephin 
values were: water 61%, Cl 41%, Na 51% of controls, 
with tonephin and salyrgan together: water 70%, 
Cl 118%, Na 150%; with hypophysin: water 80%, Cl 
170%, Na 63%; with salyrgan and hypophysin together: 
water 113%, Cl 500%, Na_.1130%; with salyrgan and 
praephyson together: water 115%, Cl 530%, Na 1470% 
of control values. In the six control animals of every 
-group—each of which had received 5 ml. of tap water 
orally and about 1 ml. of saline with the drugs—of the 
36 ml. thus introduced an average of 69% was recovered ;_ 
of the 32-6 mg. of Cl 45% was recovered, and of the 
21-4 mg. of Na 164% was recovered. Oxytocin 
specifically leads to excretion of Cl (this was already 
known); and even more effectively of Na. This latter 
effect is inhibited by vasopressin which by itself has no 
diuretic effect on salts. Salyrgan by itself in rats on a 
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low-NaCl diet does not influence water or salt diuresis, 
but it enhances powerfully the action of oxytocin on 
Cland Naexcretion. Salyrgan counterbalances the anti- 
diuretic effect of vasopressin on Na excretion, but has 
no effect on the antidiuretic action of vasopressin on 
water alone. Praephyson combined’ with  salyrgan 
acts on diuresis according to its content of posterior 
pituitary hormones. The tests therefore do not support 
the theory that anterior pituitary contains a diuretic 
hormone. They also demonstrate the selective effect of 
“* diuretics’ or “‘ antidiuretics ’ on the excretion of water, 
sodium, and chlorides. L. H. Worth 


CHEMOTHERAPY 


82. Miracil D, its Toxicity, Absorption, and Excretion 
in Animals and Human Volunteers : 

F. HAWKING and W. F. Ross. British Journal of 
Pharmacology and Chemotherapy [Brit. J. Pharmacol.] 3, 
167-173, June, 1948. 2 figs., 7 refs. 


“Miracil D” (1-methyl-4(8-diethylaminoethylamino)- 
thioxanthone hydrochloride) was shown by Kikuth and 
Gé6nnert to be active against experimental schistoso- 
miasis in mice and monkeys. The present work was 
undertaken at the National Institute for Medical 
Research, London, as a preliminary to clinical trials in 
man. 

Rabbits given 28 daily doses of 50 mg. per kilo by 
mouth showed no ill effects, but animals given 12 to 14 
doses of 100 mg. per kilo, or about 8 doses of 400 mg. per 
kilo, lost weight and died. Haemoconcentration and 
albuminuria occurred, but there was no anaemia or 
leucopenia. The tissues were stained yellow, but the 
only pathological change found was degeneration in 
the liver and kidneys of some animals; there were no 
toxic effects on the heart. Monkeys tolerated doses of 
200 mg. per kilo given 4 times a week. Two monkeys 
died after receiving more intensive treatment: 1 showed 
no ill effects except lassitude and anorexia on the day 
before death; the other developed epileptic fits. At 
necropsy the tissues were stained yellow by the drug, and 
in 1 animal there was slight degeneration of the renal 
tubules. Estimations of the drug in blood and tissues 
by the method of Coxon, Latner, and King, showed 


that the drug was rapidly absorbed and an appreciable - 


concentration was maintained in the blood for 24 hours. 
Only a trace remained in the blood 3 days after a dose. 
In the organs of the monkeys which died the highest 
concentrations were found in the lungs and kidneys; 
lesser amounts were present in the heart, muscles, and 
liver. The liver and brain also contained considerable 
quantities of a yellow substance which was soluble in 
ether but not in hydrochloric acid. This was presumed 
to be a degradation product of miracil in which the basic 
character had been lost. 

Doses of 50 to 200 mg. given by mouth to volunteers 
were rapidly absorbed and very little drug passed into 
the faeces. A single dose of 100 mg. gave a blood con- 
centration of 0-2 to 0-7 mg. per litre after two and a 
quarter hours. When repeated doses were given the con- 
centration rose on the second day to 1 to 1-5 mg. per 


litre but there was no further increase or accumulation, “ 


and the drug disappeared from the blood in 2 or 3 days 
after the last dose. The concentration in the plasma was 
about twice that in the erythrocytes; the concentration 
in the leucocytes was much higher, but represented only 
a small fraction of the total drug present. Most of the 
dose of drug was changed in some way in the body, and 
only about 10% could be recovered from the excreta, 
7% of which was in the urine. Doses of 0-2 g. caused 
no immediate unpleasant symptoms, but after 18 to 
24 hours some of the volunteers complained of nausea, 
tiredness, headache, and insomnia. There was no 
leucopenia, albuminuria, or jaundice, but the skin, 
sclerotics, and urine were stained yellow by the drug. 
The authors note that it has now been found that doses 
as high as 0-6 g. daily are tolerated by some individuals 
without severe ill effects. L. G. Goodwin 


83. Studies on 3,4-Dimethyl-5-Sulfanilamido-Isoxazole 
(Nu-445) in Humans 

S. J. SaRNoFF. Proceedings of the Society for Experi- 
mental Biology and Medicine [Proc. Soc. exp. Biol., N.Y.) 
68, 23-26, May, 1948. 7 refs. 


The new sulphonamide compound, 3,4-dimethyl-5- 
sulphanilamido-isoxazole (Nu-445), is stated to be highly 
soluble, and consequently the dangers of crystalluria are 
diminished. For intravenous administration a 10% 
solution of the lithium salt is employed. After the intra- 
venous injection of 4 g. into 3 patients, the average 
blood level after 30 minutes was 38 mg. per 100 mi. 


(none of which was conjugated), falling to 14 mg. per’ 


100 ml. after 8 hours. The average level in the urine 
was 500 mg. (total) per 100 ml., 35% of which was 
acetylated. In one patient the intramuscular injection of 
3 g. gave a blood concentration of 10 mg. (total) per 
100 ml., maintained for 8 hours. In 6 patients, each 
given a single dose of 3 or 4 g. orally, a blood level of 
12 to 16 mg. (total) per 100 ml. was maintained from 2 to 
8 hours. In 2 patients, after the oral administration of 
4 g., there was only a low level of about 1 mg. per 100 ml. 
in the cerebrospinal fluid, but in 1 patient with meningo- 
coccal meningitis a concentration of 5 mg. per 100 ml. 
(total) was obtained. In a series of 37 patients the usual 
mild toxic sulphonamide reactions were observed, but 
there was no crystalluria. R. Wien 
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84. Biochemical Experiments on the Mode of Action of 
Penicillin on a Bacterium, Clostridium sporogenes. 
(Recherches biochimiques sur le mode d’action de la 
pénicilline sur une bactérie: Clostridium sporogenes) 

F. Gros and M. Macueseur. Annales de I’ Institut 
Pasteur [Ann. Inst. Pasteur] 74, 368-387, May, 1948. 
25 refs. 


From a study of its action on Clostridium sporogenes 
an attempt is made to explain the mode of action of 
penicillin on susceptible bacteria. Penicillin does not 
affect proteases or peptidases of Clostridium; it is also 
without action on glucose metabolism, nor does it inter- 
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fere with the formation of the various phosphoric esters, 
which are produced in the course of glycolysis by emul- 
sions of Clostridium. It does not interfere with phos- 
phorylation, which beginning with pyruvic acid leads to 
the formation of acetylphosphate and then acetic acid. 
Penicillin, however, does inhibit the coupled deamination 
of amino-acids by oxidation (the Stickland reaction) 
which is characteristic of the genus Clostridium when 
these organisms are grown in the presence of carbo- 
hydrates. Reactions of this type are not sufficiently 
widely distributed to explain the antibiotic action of 
penicillin. Penicillin inhibits certain dephosphorylation 
reactions for it prevents the liberation of phosphoric 
ions in the course of autolysis of the organisms. The 
dephosphorylation reaction which is affected is the 
breakdown of mononucleotides such as~ guanylic, 
adenylic, and adenylpyrophosphoric acids. In_ this 
last case it is not a simple inhibition of a pyrophos- 
phatase, for the transphosphorylation of adenosine 
triphosphate (A.T.P.) in the presence of glucose is not 
inhibited. In addition, penicillin does not inhibit the 
action of a pyrophosphatase from muscle on A.T.P. 


It is the breakdown of nucleic acids which is affected, » 


the utilization of ribose being inhibited by penicillin. 
It is not the first stage of catabolism of nucleic acids 
which is involved, for the depolymerization of nucleic 
acids by ribonucleodepolymerase is not affected by 
penicillin. The effect of penicillin on the breakdown 
mechanism of mononucleotides and A.T.P. would seem 
to be the crucial point of its action, for the inhibition 
of the Stickland reaction is explicable by the blocking 
of adenylic acid, which is an essential cofactor in the 
Stickland reaction. In the same way it is considered 


that the interference with glutamic acid metabolism 


demonstrated by Gale (J. gen. Microbiol., 1947, 1, 53) 
is secondary to the interference with the metabolism of 
mononucleotides. The glutamic acid interference is seen 
only in the presence of glucose, and glucose is one of the 
sources of A.T.P. The holdup in the oxidation of 
nucleoribose described by Krampitz and Werkman 
(Arch. Biochem., 1947, 12, 57) is also thought to be of 
secondary importance. G. M. Findlay 


85. The Influence of Antibacterial Substances on the 
Interaction of Bacteria and Bacteriophages. II. Optical 
Studies of the Penicillin Effect 
J. Smices, F. V. Wetcu, and W. J. Etrorp. Journal of 
General Microbiology [J. gen. Microbiol.) 2, 220-227, 
May, 1948. 13 figs., 16 refs. 


Ultraviolet light micrographs of actively growing 
staphylococci clearly revealed the structure of the cells 
as they divided by binary fission; to the electron micro- 
scope the cells were uniformly opaque. When acted 
upon by penicillin the cells swelled to nearly twice their 
normal size. The ultraviolet light micrographs showed 
most of the swollen cells to consist of two halves due to 
incomplete fission. Sometimes the cells consisted of 
three parts, indicating that the process of division had 
been disturbed even further. After prolonged action 
by penicillin the staphylococci became transparent to 
the electron microscope and an internal structure was 


25 


revealed. Certain elements, apparently nuclear, retained 
their opacity, and in the cytoplasm there were seen fine 
granules, which were liberated when the cell disintegrated. 
Ultraviolet photography indicated that 80% of the 
staphylococci had a size of 0-75 to 0-9 1; by the electron 
microscope the range of size was 0-6 to0-7 A method 
of mounting by freeze-drying was studied; it caused a 
contraction in size of 30 to 50%. 

Cells infected by phage were photographed. Phage 
particles were adsorbed on the surface. Later the cell 
enlarged and finally ruptured, liberating an increased 
number of phage particles. It was not established 
whether phage multiplied. at the periphery of the cell 
or within the cytoplasm. Photographs taken by the 
electron microscope of the phage (Staph. K) showed 
it to consist of a round opaque head (50 to 60 my in 
diameter) and a long slender tail (200 to 250 my in 
length). When phage acted on a cell in conjunction with 
penicillin the sequence of events was little different from 
that when phage acted alone. D. G. ff. Edward 


86. Studies with Radioactive Penicillin 

D. Row J. MILLER, S. ROWLANDs, and E. Lusten- 
SmitH. Nature [Nature, Lond.] 161, 1009-1010, June 26, 
1948. 5 refs. 


The authors describe an investigation into the mode of. 
action of penicillin. It was considered that by using 
radioactive penicillin of high specific activity it should be- 
possible to detect any uptake of penicillin by bacteria. 
Radioactive penicillin was prepared with S*5 (0-1 milli- 
curie was present in 0-014 mg. of sulphur). The yield 
obtained represented a 12% conversion of the sulphur in 
the broth into penicillin (the medium was inoculated 
with a vegetative culture of Penicillium chrysogenum and 
shaken for 4 days at 24° C.), with a* specific activity of 
0-05 microcurie per international unit. The radioactivity 
of the penicillin was measured with a Geiger—Miiller 
counter, and it was possible to measure 0-004 i.u. of 


. penicillin with an error of +5%. 


Staphylococcus aureus in broth was used for the absorp- 
tion experiments and measured amounts of radioactive 
penicillin were added to the bacterial suspension. 
a portions were removed for assay, filtered through | 

“‘ gradocol”” membrane, and the filtrates dried on 
iatnatiais weighed, and counted. Any uptake of 
penicillin by the bacteria should be shown by a decrease 
in the penicillin concentration in the filtrate, but no 
significant difference was observed between the con- 
centrations in the filtrates and the suspensions. It was 
concluded that absorption of penicillin, if any, probably 
amounted to less than ten molecules per bacterium. 

R. Wien 


87. Observations on Antibiotic Coaction of Gramicidin 
and Penicillin on Streptococci and Staphylococci in vitro 
E. J. Fotey and S. W. Lee. Journal of Immunology [J. 
Immunol.] 58, 203-209, Feb., 1948. 22 refs. 


Penicillin attacks bacteria when they are actively 
growing: gramicidin, on the other hand produces a 
sharp initial decrease in populations of staphylococci 
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and streptococci when they are in the lag phase. Grami- 
cidin and penicillin in small amounts together exert a 
much greater bacteriostatic effect than either antibiotic 
alone. Approximately double the amounts of either 
gramicidin or penicillin, when used alone, are needed to 
give an inhibitory value of the same order as a mixture of 
gramicidin and penicillin. G. M. Findlay 


88. Streptomycin and Jaundice. (Streptomycine et 
ictéres) 
J. Decourt, J. GutLtemin, M. Jupeau, and J. 
ViLLIAUMEY. Bulletins et Mémoires de la Société 
Médicale des Hépitaux de Paris (Bull. Soc. méd. Hép. 
Paris) 4, 632-636, June 4 and 11, 1948. 


The authors note the infrequency of reports on jaun- 
dice associated with streptomycin therapy, recording 
their experience of 10 cases which they divide into 2 
groups. (1) Out of 140 cases of tuberculous meningitis 
treated with streptomycin during the period of 1 year, 
7 patients aged 19 to 29 years developed jaundice in the 
last 6 months of that period. They received 2 g. of 
streptomycin daily, reduced to 1:5 g. when remission 
was apparent, the whole course lasting for 5 to 6 months. 
Only 1 case occurred during treatment, the others 
6 days to 3 months after its termination. Skin tests for 
streptomycin sensitivity were negative even though 1 
patient had manifested sensitivity during therapy. 
(2) Out of 20 nurses handling streptomycin for 2 to 6 
months, 3 aged 25 to 52 years developed signs of sensi- 

“tivity, such as swelling of the eyelids or fingers, con- 
junctivitis, or eczematous plaques on the fingers and 
elbows. Several weeks later jaundice appeared, 2 to 
3 months after the first case amongst the patients. Skin 
” tests for streptomycin sensitivity were positive. 

In both groups the condition resembled benign infec- 
tive hepatitis, jaundice lasting for from 9 days to 6 weeks, 
usually with prodromal dyspepsia. Most patients were 
deeply icteric and apyrexial, and had discoloured stools 
and bile pigments and salts in the urine. As no cases of 
jaundice occurred amongst the other patients, medical 
staff, and nurses not handling streptomycin but working 
in the same hospital, the authors regarded epidemic 
hepatitis as an unlikely cause in their cases. They 
favour the hypothesis that streptomycin had some effect 
on the liver, either causative or predisposing, and con- 
nected with the preceding sensitivity manifestations in 
the case of the nurses. 

[The authors do not state clearly how the streptomycin 
affects the liver nor do they give the results of any liver 
function tests. The possibility of “* syringe-transmitted 
jaundice ”’ is not mentioned, whilst its occurrence cannot 
be excluded on the data given.] I. Ansell 


89. Streptomycin Toxicity 

J. D. Davis, C. W. ANpeRSON, and. A. E. LANDY. 
Annals of Western Medicine and Surgery [Ann. west. Med. 
Surg.) 2, 245-248, June, 1948. 13 refs. 


Streptomycin in doses of 1 to 2 g. daily for 60 to 
120 days was given to 117 patients with various forms of 
tuberculosis, and the toxic reactions were noted. In 


12 patients treatment had to be stopped owing to signs 
of toxicity, and 1 death was attributed to the drug. Itis 
considered that streptomycin should be used only in 
hospital. 

The symptoms are classified as neurotoxic, anaphylac- 
tic, renal, and general; of these, neurotoxic manifestations 
of vestibular dysfunction are by far the most important, 
Of 105 patients who had 2 g. daily for 60 to 120 days, 
100 showed signs of vestibular damage, and in general 
the time of onset varied with the total amount of drug 
administered. Dizziness occurred in 23 patients for 
as long as 150 days after the end of treatment. Ataxia 
was noted in 19 patients, and this also lasted long after 
the end of treatment. Hearing loss in the high audio- 


- metric range (over 2,000) occurred in 27 patients, and in 


the middle, audible range in only 3 patients. Asthma 
and angioneurotic oedema occurred in | patient; derma- 
titis was rare and slight. One case of anaemia and 2 
cases of leucopenia were seen; an eosinophilia of over 
4% was present in 78 patients. The urine of 24 patients 
contained red cells and granular casts; only 5 of these 
patients had some degree of nitrogen retention. The 
general toxic symptoms noted were severe vertigo, 
anorexia, and headache. A definite relation between 
the severity of the toxic symptoms and the concentration 
of the streptomycin in the blood was noted. 
G. A. H. Buttle 


90. Fatal Toxic Encephalopathy Apparently Caused 


by Streptomycin 

T. Hunnicutr, W. J. Grar, M. HAmBurcer, E. B. 
Ferris, and I. K. SCHEINKER. Journal of the American 
Medical Association {[J. Amer. med. Ass.] 137, 599-602, 
June 12, 1948. 2 figs., 11 refs. 


Streptomycin was given to a diabetic woman, aged 25, 
for staphylococcal: infection producing active pyelo- 
nephritis and multiple skin abscesses. The symptoms of 
encephalopathy appeared with dramatic suddenness on 
the fifth day of the treatment after a total dose of 15-6 g. 
of streptomycin had been given. There was a sudden 
onset of disorientation with coarse involuntary muscular 
movements leading to generalized convulsions and 
accompanied by hyperpyrexia, tachycardia, and hyper- 
tension. 
Cheyne-Stokes breathing. Uraemia, diabetic ketosis, 
and insulin shock were excluded by laboratory findings. 
Cerebrospinal fluid examined 24 hours after the drug 
was discontinued contained the drug in half the concen- 
tration present in the blood at that time. 

Post-mortem changes in the pancreas and the kidneys 
were consistent with the diagnosis of diabetes mellitus 
and staphylococcal infection. Significant changes, similar 
to those seen in brain injury and other toxic and arsphen- 
amine encephalopathies, were observed in the brain and 
were confined to cortical white matter, basal ganglia, 
hypothalamus, and medylla. Because of central vaso- 
paralysis there was stasis in small veins and capillaries 
with distension and some necrosis of the vessel wall. 
These vascular changes in turn led to ischaemic degenera- 
tion, rarefaction, and necrosis of the nervous tissue proper. 


No changes were seen in the cranial nerves. The lepto- 


Three days later the patient died in coma, with . 
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meninges were congested. In the absence of affection 
of the cranial nerves, especially the eighth, the brain 
changes are believed to be due to direct action of strepto- 
mycin, and not to impurities, caused by high serum con- 
centration. The high serum level was probably due to 
defective renal function which in the author’s opinion 
should be adequate if streptomycin is to be given 
S. Karani 


91. Biochemical Researches into Antibiotics. Strepto- 
mycin. (Recherches biochimiques sur les antibiotiques. 
Streptomycine) 

F. Gros and M. MAcHEBceuF. Comptes Rendus des 
Séances de la Société de Biologie [C.R. Soc. Biol., Paris] 
142, 736-737, June, 1948. 15 refs. 


The mechanism of the antibiotic action of streptomycin. 


is discussed but no experimental work is described. It is 
suggested that streptomycin acts mainly on nucleic 
breakdown, which it inhibits in two stages: (1) during 
depolymerization of the nucleic acid, and (2) during 
lysis of the mononucleotide. J. E. Page 


92. Biochemical Researches into Antibiotics. Tyro- 
thricin. (Recherches biochimiques sur les antibiotiques. 
Tyrothricine) 

F. Gros and M. MACHEBa@UF. Comptes Rendus des 
Séances de la Société de Biologie [C.R. Soc. Biol., Paris] 


' 142, 738-740, June, 1948. 8 refs. 


The mechanism of the antibiotic action of tyrothricin 
is discussed. Tyrothricin not only causes cellular lysis 
but also interferes with certain enzyme systems. It 
does not inhibit either nucleic breakdown, peptidases, or 
the first stages of glucose fermentation, but inhibits the 
accumulation of adenosine triphosphate, alanine dehydro- 
genase, glucose dehydrogenase, and the dehydrogenase 
that acts after the pyruvic acid stage.» 
fraction is the active factor against oxidation—reduction 
systems. Tyrothricin inhibits arginine dehydrolase but 
not arginine deaminase. J. E. Page 


93. Strain Specificity and Production of Antibiotic 
Substances. VIII. Production of a Grisein-like Anti- 
biotic by a Strain of Streptomyces griseus 

W. Garson and S. A. WAKSMAN. Proceedings of the 
National Academy of Sciences {Proc. nat. Acad. Sci., 
Wash.] 34, 232-239, June, 1948. 7 refs. - 


During examination of the faeces of healthy and 


_ tuberculous herbivorous animals for strains of actino- 


mycetes which had growth-inhibiting properties against 
mycobacteria (especially Mycobacterium tuberculosis) a 
culture of Streptomyces was isolated from a healthy 
heifer which was found to be highly effective. The 
organism, designed No. 3510, was found to belong to the 
Streptomyces griseus group, and cultures were active 
under certain conditions agdinst all the mycobac- 
teria tested (including Myco. tuberculosis 607). An anti- 
biotic was isolated from both submerged and surface 
cultures and found to have a close similarity to grisein, 
produced by yet another strain of S. griseus, but its anti- 


The tyrocidin: 


bacterial spectrum is even narrower. It has a low 
toxicity for the chick embryo and can protect the latter 
against infections with Salmonella pullorum. The inhibi- 
tion of the mycobacteria produced by the whole culture of 
S. griseus 3510 would appear to be due to another anti- 
biotic which was not recovered when the grisein-like 
antibiotic was isolated. H. J. Bensted 


94. Garlicin—A New Antibiotic. 
antibidtico) 

P. pE ALMEIDA MACHADO, M. G. DurAN, J. D. Cross, 
and D. CarvALHO Dos SANTos. Anais Paulistas de 
Medicina e Cirurgia [An. paulist. Med. Cirurg.] 55, 93- 
115, Feb., 1948. 12 figs., 26 refs. 


There is no indication in this paper of the method of 
extraction, but the authors claim that the new antibiotic 
which they call garlicin is different from all the other 
substances hitherto extracted from garlic. It is solid, 
yellowish, and insoluble in water but soluble in organic 
solvents such as alcohol. Jn vitro it inhibits the growth 
of the following organisms: Bacterium coli communis, 
Salmonella pullorum, Shigella (shigae, flexneri, and 
sonnei), Salm. typhi, Streptococcus pyogenes, Strepto- 
coccus faecalis, Staphylococcus aureus, Bacillus subtilis, 
Serratia marcescens, and Pseudomonas aeruginosa. It is 
active in presence of bile, gastric juice, urine, blood serum, 
and cerebrospinal fluid. It is bacteriostatic and not 
bacteriolytic; the organisms resume growth as soon as 
garlicin is withdrawn. It was decided to consider as a 
unit the quantity of garlicin which, dissolved in 1 ml. 
of alcohol, is necessary to produce an area of inhibition 
of 12 mm. diameter in a culture of B. subtilis. One 
mg. of garlicin contains about 400 units. Jn vivo its 
action was studied on young chickens infected with 
Salmonella pullorum; out of 88 treated 78 survived. 
Experimerital animals, such as guinea-pigs, infected with 
Salmonella, Bact. coli, and Shigella died when untreated 
and survived when treated. Garlicin is innocuous to 
animals and human subjects, even when administered 
in very high doses. Given orally it is absorbed in the 
digestive tract, penetrates the serum and the cerebrospinal 
fluid, and is eliminated in the bile and urine in its active 
form. Clinically it was tried on 300 sufferers from 
entero-colitis, acute and chronic. It proved effective in 
infections due to Shigella (flexneri, sonnei, shigae) and 
Salmonella (including Salm. paratyphi), with clinical 
improvement during the first 3 days and _bacterio- 
logical cure on the sixth day for Shigella and on the 
ninth for Salmonella. Good results were also obtained 
in cases of amoebiasis. It has no effect upon worms 
and lamblia. The recommended method of treatment is 
by oral administration of 100 units on the first day and 
500 more units in progressively diminishing daily doses 
spread over 8 days. A. Lilker 


(Garlicina—um novo 


95. Studies in the Biochemistry of niente 
76. Mycelianamide, C,,H.,0;N2, A Metabolic Product — 
of Penicillium griseo-fulvum Dierckx. Part I: Prepare: 
tion, Properties, and Breakdown Products 

A. E. Oxrorp and H. Ratstrick. Biochemical Journal 
[Biochem. J.] 42, 323-329, 1948. 8 refs. 
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96. Effects of BAL and BAL Glucoside in Acute Lead 
Acetate Poisoning 

M. WEATHERALL. British Journal of Pharmacology ind 
Chemotherapy [Brit. J. Pharmacol.] 3, 137-145, June, 
1948. 3 figs., 27 refs. 


Preliminary experiments carried out in the Pharmaco- 
logical Laboratory, University of Edinburgh, with mice 
poisoned by daily intraperitoneal doses of 50 mg. of 
lead acetate per kilo showed that daily intramuscular 
injections of 20 mg. of BAL (2 : 3-dimercaptopropanol) 
per kilo or 1,000 mg. of BAL glucoside per kilo reduced 
the mortality. Mice were insensitive to oral doses of 
lead, and rabbits were therefore used for the study of 
blood changes. The fragility of washed heparinized 
rabbit erythrocytes in salt solutions was determined by 
plotting the probit of the percentage haemolysis against 
the logarithm of the salt concentration. The concentra- 
tion causing 50% lysis (LyC 50).was thus determined. 
The mean value of 54 observations on 22 normal rabbits 
was 0°51% of sodium chloride. Previous exposure of 
the cells in vitro to a solution of lead acetate containing 
9 pg. of lead per millilitre increased the resistance of the 
cells, the LyC 50 being reduced to 0-35%; the slope of 
the fragility curve was less steep than the normal. Ex- 
posure in lead solution to which BAL (22-7 yg. per ml.) 
was added from the beginning gave a LyC 50 of 0-48%— 
a figure identical with that found with BAL alone. 
Four mols of BAL or BAL glucoside were thus sufficient 
to protect the cells against the action of 1 mol of lead. 
If the lead was allowed to act for half an hour before 
adding BAL the change was arrested, but there was no 
reversal of the change already established, unlike the 
action of BAL in reversing the poisoning of tissues with 
arsenic. Rabbit plasma also inhibited the action of 
lead upon erythrocytes, but when BAL was also present 
the protective action was less than with either substance 
alone. Also, plasma from rabbits previously treated 
with intramuscular injections of BAL in nut oil or pro- 
pylene glycol was less protective than normal plasma. 
This change was unaccompanied by any alteration in 
plasma phosphate. 

Rabbits given single oral doses of 300 mg. of lead 
acetate per kilo showed anaemia, punctate basophilia, 
and a reticulocyte response, together with haemoglobin- 
uria, slight albuminuria, and an increased excretion of 
coproporphyrin. The slope of the red-cell-fragility 
curve was flattened, especially in rabbits with severe 
' anaemia, but there was no significant change in LyC 50. 
Haemoglobin (but no red cells) was present in the urine 
for 2 or 3 days; the daily urinary coproporphyrin 
excretion was increased to about 45 yg. per day and 
remained above the normal (about 5 yg. per day) for at 
least 3 weeks. BAL given alone had no effect on the 
blood, but increased the coproporphyrin excretion to 
12 to 20 yg. per day. In rabbits poisoned with lead and 
then given intramuscular injections of 50 mg. of BAL 
per kilo 1 hour later and 25 mg. per kilo subsequently 
at 8-hourly intervals for 2 days, the anaemia and reticulo- 
cytosis were reduced and did not appear while BAL 


was present in the blood stream. The urinary copro. 
porphyrin was increased to about 90 pg. per day—a 
figure greater than that expected from simple addition 
of the effects of lead and BAL. Faecal coproporphyrin 
was slightly increased. The effects of BAL glucoside 
were similar but less marked, possibly because of more 
rapid excretion of the more soluble compound. The 
mortality of the animals was unchanged by BAL but 
was prevented by BAL glucoside. The number of 
animals used was too small for the differences in mortality 
to be significant. 

Attention is drawn to the similarities between the 
action of BAL and BAL glucoside in lead and in cad- 
mium poisoning. The results do not warrant the use of 
BAL in chronic plumbism in man, but it is considered 
that it is premature to reject all dithiols as useless or 
dangerous for this purpose. 

[At all points in this careful work the conclusions are 
backed by control experiments and statistical evidence.] 

L. G. Goodwin 


97. Inability of 2-3 Dithiopropanol (BAL) to Protect 
the Liver Against Toxic Action of Uranium Nitrate 

W. DEB. MACNipER. Proceedings of the Society for 
Experimental Biology and Medicine [Proc. Soc. exp. 
Biol., N. Y.] 68, 160-161, May, 1948. 1 fig., 2 refs. 


Investigations into the value of BAL in poisoning by 
heavy metals have been extended to uranium. The 
author has shown that doses of BAL, 10% with benzyl ben-: 
zoate 20% in peanut oil, equivalent to 15 mg. per kilo, 
when administered subcutaneously to dogs for 8 days, 
were ineffective against the hepatotoxic action of 4 mg. 
per kilo of uranium nitrate; rather they tended to increase 
the toxic effects.. Histologically, the livers showed a 
diffuse necrosis with advanced fatty degeneration. 

G. F. Somers 


98. Three Cases of Mercurial Tremor Treated with 
Sodium Thiomalate. (Trois cas de tremblement mer- 
curiel. Effets du traitement par le thiomalate de soude) 
R. Worms, —. WEILL-HEULOT, and M. TuBIANA. Bul- 
letins et Mémoires de la Société Médicale des Hépitaux de 
Paris [Bull. Soc. méd. Hép. Paris| 64, 478-485, May 7-14, 
1948. 11 refs. 


If mercurial tremors are not seen so frequently as 
during the last century amongst gilders and mirror- 
makers, they are still seen in workers with furs and hats 
and in other trades. The 3 patients described were all 
electricians who made mercury interruptors. The 
first, aged 63, had been working for several years with 
mercury when an acute generalized tremor started in 
1940; it interfered with the precision needed for his 
work. With rest it disappeared, but reappeared at 
intervals, and in January, 1948, he was considered to have 
Parkinson’s disease.. He could neither write nor walk, 
and had a rapid fine tremor, worst in the extremities; 
his face was wasted and pale. His speech was mono- 
tonous, nasal, and explosive in character, and there was 
an intention tremor made worse by emotional upsets. 
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There was a childishness about his behaviour, and an 
indifference to circumstances. He also had an external 
strabismus and considerable dysmetria. After treatment 
with atropine (61 mg. subcutaneously in 3 weeks) there 
was a great improvement; he could walk and write 
again, but his voice remained the same. He gained 5 kg. 
in weight during 1 month. 

The 2 other patients were treated with sodium 
thiomalate. Their histories and symptoms were much 
the same as in the first case. The third patient had 
worked since 1920, his tremor first appearing in 1941, 
and becoming much less when he was on holiday in the 
summer. Both had a moderate microcytic anaemia. 
Each received the same treatment, 1 g. of sodium 
thiomalate injected 6 times daily for 3 days. On the 
second day there was great improvement, and after the 
course was over both could perform complicated actions 
with their fingers, such as buttoning their coat, and vision 
was normal; appetite improved, and they put on weight 
rapidly. After 2 weeks improvement was maintained 
in one, but the other, 3 days after the course, developed a 
flexor spasm of the left arm and wrist, followed by slow 
regular involuntary movements; hypertonus appeared if 
the arm was passively flexed several times. 

The authors consider that there were 3 conditions in 
these cases; as well as the mercurial tremor, there was a 
cerebellar syndrome (characterized by intention tremor, 
scanning speech, dysmetria, and adiadochokinesis) and 
an extrapyramidal syndrome (Parkinsonian tremor at 
rest, rigidity, increased postural reflexes). They consider 
that the term “* mercurial encephalopathy ”’ might cover 
the complex of syndromes. The mercury is oxidized 
when in contact with the air, and can thus enter the body 
through the lungs and through the gut (fingers to mouth); 
moreover, symptoms are liable to recur years after 
ingestion, following an attack of influenza or some other 
illness (with reappearance of mercury in the urine), 
because the heavy metal associates with the protein in 
the cells. Dimercaptopropanol (BAL) has been used 
against mercury because of its power of dissociating this 
union, but the authors recommend sodium thiomalate 
because it is 20 times less toxic than BAL (the respective 
lethal doses in the mouse being 0-15 g. per kg. for BAL, 
and 3 to 4 g. per kg. for thiomalate). They thus con- 


sider that the arm signs in the third patient after treat-. 


ment were not due to an overdose, but to liberated mer- 
cury reaching a centre in the cerebellum. This has 
happened when workers in mercury and arsenic have been 
treated with BAL. T. E. C. Early 


99. Lye Poisoning in Children 

G. W. KEeRNODLE, G. TAYLOR, and W. C. DAVISON. 
American Journal of Diseases of Children [Amer. J. Dis. 
Child.| 75, 135-142, Feb., 1948. 4 refs. 


Lye is a term used in the U.S.A. for caustic alkali 
cleansers used by the poorer classes. Children frequently 
swallow it in the belief that it is milk. The immediate 
results are oedema, ulceration, and exudation in the 
mouth and oesophagus leading to obstruction. The 
acute phase resolves in 5 to 7 days, and normal swallow- 
ing returns. This represents only a latent period, and 
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unless treatment is adopted immediately stricture will 
develop. The interval between the swallowing of lye 
and development of signs of obstruction was under 
12 months in 92 out of 102 cases, and the time by which 
only fluids could be swallowed was under 7 months in 
32 cases. The site of the stricture is most commonly in 
the upper third of the oesophagus. 

The authors stress the importance of immediate treat- 
ment during the acute phase in order to prevent the 
development of a stricture. They recommend neutral- 
izing the alkali with vinegar or lemon or orange juice, 
but do not advise gastric lavage. On the fourth day a 
soft mercury-filled catheter should be passed into the 
stomach and left in situ for 2 minutes. Dilatation is 
repeated daily with an increase in size of catheter and 
duration of dilatation. By the tenth day a 30 to 34 
French catheter is passed and retained for 5 minutes. 
As a routine dilatation is advised daily for 2 weeks, 
3 times per week for the next 2 weeks, twice a week for 
the next month, fortnightly for the next 3 months, 
monthly for 6 months, and 2 to 3 times a year for several 
years. Cases in which strictures have developed are not 
discussed. N. M. Jacoby 


100. A Study of Resuscitation from the Juxtalethal 
Effects of Exposure to Carbon Monoxide 

H. ScHwerMA, A. C. Ivy, H. FRIEDMAN, and E. LA 
Brosse. Occupational Medicine [Occup. Med.) 5, 24-28, 
Jan., 1948. 3 figs., bibliography. ; 


This describes an experiment, carried out in the Depart- 
ment of Physiology, Northwestern University, in which 
310 dogs were exposed in a chamber to a mixture of air 
and coal gas with a carbon-monoxide concentration of 
0:3%. To determine the course of the intoxication 52 
animals were exposed till they died. The remainder were 
removed at the first respiratory gasp, and either not 
treated or given artificial respiration manually or 
mechanically. The mean survival time for the 52 con- 
trols was 39-9 minutes, and the mean survival time after 
the first gasp, 3-8 minutes. It is shown‘that the first 
gasp is a reliable point at which to begin resuscitation 
experiments. Of 22 dogs given no resuscitation 8 
survived; of 20 given simple artificial respiration in air 
10 survived, but the difference is not statistically signi- 
ficant. After simple artificial respiration with carbon 
dioxide in oxygen 13 out of 30 survived. Three 
mechanical methods of resuscitation—an alternating 
positive- and negative-pressure system with pure oxygen, 
the same device with 7% carbon dioxide in oxygen, and 
an alternating positive-pressure device with pure oxygen 
—gave survival rates of 69, 66, and 65% respectively. 
For immediate survival the admixture of carbon 
dioxide seemed to make nodifference. When the dogs 
had no palpable cardiac impulse on removal from the 
chamber, only 10 out of 69 survived. Contrary to ex- 
pectation, the length of exposure to carbon monoxide 
did not appear to influence the chance of immediate 
survival. 

In all there were 156 survivors; after a symptom-free 
interval of 2 to 12 days, 68 of them exhibited neurological 
sequelae—apathy, tremors, ataxia, spasticity, or maniacal 
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restlessness. The incidence of sequelae depended on 
the duration of the anoxia, but thereafter the incidence 
and severity were the same whether 100% oxygen or 
7% carbon dioxide in oxygen was used in resuscitation. 
In 18 cases the neurological signs disappeared again in 
3 to 11 days, and these animals -bad had relatively short 
exposures. Pneumonia also occurred as a sequel, but 
could not be definitely attributed to any one method of 
resuscitation. The use of 7% carbon dioxide in oxygen 
assists clearance of carbon monoxide from the blood, 
but affects neither survival nor the incidence of sequelae. 
Necropsies showed that the immediate deaths were due 
to cardiovascular failure, and the authors consider that, 
in dogs, the state of the heart at the time when resuscita- 
tion is started is more important than that of the respira- 
tory centre. 

A historical review of treatment for carbon-monoxide 
asphyxia is given. J. N. Agate 


101. The Clinical and Pathologic Effects of the Nitrogen 
and Sulfur Mustards in Laboratory Animals 

I. Grater, D. A. KARNoFSKY, V. B. JAGER, B. KRICHESKY, 
and H. W. SmitH. American Journal of Pathology 
[Amer. J. Path.] 24, 1-47, Jan., 1948. 8 figs., 54 refs. 


This is a report from the Department of Physiology 
and Pathology, New York University College of Medi- 
cine, of a large amount of work, and covers the effects of 


nitrogen and sulphur mustards upon a variety of rodents | 


and some dogs when administered by various routes— 
for example, skin application, injection, ingestion, and 
gassing. A comparison is made between the pharmaco- 
logical actions of individual compounds, but most of the 
studies were conducted with methyl-bis(8-chloroethyl)- 
amine (HN2). The clinical effects are briefly dealt with, 
and there follows a more detailed account of the systemic 
effects manifested in different species. Sections are 
devoted to the changes in the blood picture and in bone 
marrow, lymph nodes, spleen, thymus, intestines, and 
other organs. [These results cannot easily be recorded 
in an abstract.] It is pointed out that lethal doses of 
x rays appears to produce an effect on the blood-forming 
and lymphoid tissues which is similar to that caused by 
HN2 intoxication. A comparison with the effects of 
benzene shows a less close resemblance. 

[This paper covers much ground and should be con- 
sulted by those who are interested.] 

Douglas H. Collins 


102. The Effect of Nitrogen Mustards on Enzymes and 
Tissue Metabolism. I. The Effect on Enzymes 

E. S. G. Barron, G. R. BARTLETT, and Z. B. MILLER. 
Journal of Experimental Medicine [J. exp. Med.] 87, 489- 
501, June 1, 1948. 1 fig., 23 refs. 


The mechanism of the action of the nitrogen mustards 
-—methyl-bis-, tris-, isopropyl-bis-, ethylbenzyl-, ethyl- 
cyclohexyl-, and ethylhexahydrobenzyl(f-chloroethyl)- 
ammonium chloride—on enzymes was studied in the 
Department of Medicine, University of Chicago. 
Approximately 1x 10-*M, 1x 10-5M, and 1x 10-4M 
nitrogen mustard caused 50% inhibition of choline 


oxidase, acetylcholine esterase, and choline acetylase, 
respectively. The inhibition was shown only by syb. 
stances that form an ethylenimonium ion in Solution, 
and is probably due to the structural similarity of the 
ethylenimonium derivatives with choline and acetyl. 
choline. A list of enzyme systems inhibited by nitrogen 
mustards is given. J. E. Page 


103. The Effect of Nitrogen Mustards on Enzymes and 
Tissue Metabolism. II. The Effect on Tissue Meta. 
bolism 

E. S. G. Barron, G. R. BarTLeTT, Z. B. MILLER, J, 
Meyer, and J. E. SEEGMILLER. Journal of Experimental 
Medicine [J. exp. Med.] 87, 503-519, June 1, 1948, 8 
figs., 8 refs. 


The action of nitrogen mustards on some biochemical 
reactions which have not yet been induced to take place 
in cell-free systems was studied: 0-001 M. methyl-bis-, 
tris-, isopropyl-bis-, and ethyl-bis(8-chloroethyl)-amine 
inhibited the respiration of rat and rabbit tissues but not 
the anaerobic glycolysis of rat and rabbit brain. The 
inhibitory effect increased with time. 1% 10—-5M methyl- 
bis(B-chloroethyl)-amine inhibited the respiration of 
rabbit lymph nodes. The nitrogen mustards also 
interfered with the oxidation of pyruvate and of /-amino- 
acids, the utilization of ammonia, the synthesis of carbo- 
hydrate, creatine, and urea in tissue slices, and the growth 
of young tomato seedlings. Either 5 10-M choline 
or 3x10-°M dimethylaminoethanol plus 3x 10-°M 
methionine prevented the inhibition of bone-marrow 
by 5x10-5M methyl-bis(8-chloroethyl)-amine. In rats 
gassed with methyl-bis(8-chloroethyl)-amine there was 
complete inhibition of choline oxidation, strong inhibi- 
tion of pyruvate oxidation in the kidney, and partial 
inhibition of urea synthesis in the liver. The mechanism 
of the toxic action of the nitrogen mustards is discussed. 

J. E. Page 
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104. Sodium Pyrocatechindisulphonate and Urinary 
Excretion of Lead in Experimental Poisoning. (Piro- 
catechindisulfonato di sodio ed eliminazione urinaria del 
piombo nella intossicazione sperimentale) 

A. BORGHERO. Medicina del Lavoro [Med. d. Lavoro] 39, 
146-148, May, 1948. 


The author had previously described the effects on 
porphyrinuria in rabbits when sodium pyrocatechindi- 
sulphonate was injected intravenously at the same time 
as lead nitrate. In the experiments now described the 
elimination of lead was observed during a course of these 
injections. To begin with, 5 animals were injected with 
lead alone, and all died within 23 days. The urinary 
excretion of lead was high throughout and tending to 
rise. A second series of 5 animals received lead and 
sodium pyrocatechindisulphonate, and, though their 
urinary lead excretion fell below that seen in the first 
series, only 1 animal died, from intercurrent disease. 

It is possible that the sodium salt was given in inade- 
quate amount, and that the lead excreted in the urine 
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had not reacted with it but represented the excess. A 
surprising observation was the rapid fall in urinary lead 
when injections ceased. The author suggests that the 
techindisulphonate may cause lead to be excreted 

by the bowel or fixed in the tissues in an innocuous form. 
Other substances used to treat lead-poisoning cause a 
more lengthy excretion. The pyrocatechindisulphonate 
reduces the urinary lead by about two-thirds. 
G. C. Pether 


105. The Toxicology of Zircon: Preliminary Report 
H. E. Harpinc. British Journal of Industrial Medicine 
(Brit. J. industr. Med.] 5, 75-76, April, 1948. 8 figs., 
7 refs. 


This is a preliminary report from the Department of 
Pathology, Sheffield University, on the toxicology of zircon, 
a heavy crystalline silicate of zirconium. The substance 
js increasingly used in the foundry industry as a substitute 
for silica. The author has investigated its action on 
rabbits, cavies, and rats by injecting suspensions intra- 
venously, intraperitoneally, and intratracheally. No 
untoward immediate toxic manifestations resulted. In 
the case of the lungs, crystals of the injected zircon were 
found both in the alveoli and in the lung parenchyma, 
but no evidence of fibrosis was seen in section. The 


author is proceeding with further work, as it is obviously ° 


important to be quite certain of the inertness of the 
substance in view of its possible widespread use. 
A, J. Amor 


106. Skin Lesions in Persons Exposed to Beryllium 
Compounds 

R. S. Grier, P. Nasu, and D. G. FREIMAN. Journal of 
Industrial Hygiene and Toxicology [J. industr. Hyg.] 30, 
228-237, July, 1948. 10 figs., 6 refs. © 


The skin lesions associated with the industrial use of 
beryllium are less important than the well known and 
more serious pulmonary lesions. Those hitherto noted 
by various investigators are: (1) contact dermatitis, 
(2) skin ulcer, and (3) pulmonary granulomatosis 
arising spontaneously in patients with the chronic type of 
lung disease. The authors now describe, in addition, 
subcutaneous granuloma occurring in persons who cut 
themselves on fluorescent lamps. Three instances of 
such cuts are here described, and in all of them subcutane- 
ous granulomata developed, the histology of which is 
very like that of sarcoidosis of the skin. The compound 
with which the inside of the lamps was coated was zinc 
manganese beryllium silicate. 

In case (1) a 12-year-old boy was playing with an old 
lamp; pieces of the glass entered his neck and, though 
the small wounds quickly healed, lumps appeared later 
on, and 3 months after the accident had formed a firm 
tumour (2 x 2:5 cm.), attached to the subcutaneous 
tissues. It contained a small piece of glass, and the 
tissue was found to contain 27 pg. of beryllium per 
100 g. Microscopical examination showed numerous 
tuberculoid granulomata embedded in fibrous stroma. 
They consisted of typical epithelioid cells, and many giant 


cells both of Langhans and of foreign-body type were 


present, some of them containing concentrically lamin- 
ated inclusion bodies. In case (2) a man cut a finger on 
a fluorescent lamp. The cut did not heal properly, and 
so the entire area of the wound was excised. Micro- 
scopical examination revealed the presence of numerous 
tuberculoid granulomata, and scattered giant cells were 
present. In case (3) a man who worked at a lamp 
factory sustained a finger-puncture from a broken lamp. 
Subsequently a nodule developed, which was excised. 
Microscopical examination disclosed a picture similar 
to that seen in the two previous cases. The granulo- 
mata described are similar to the skin lesions of two 
beryllium workers with pulmonary granulomatosis, and 
essentially similar to the lung lesions in this disease. 
H. M. Vernon 


107. Study of Lead Exposures in Three Metropolitan 
Newspaper Plants 

J. F. Kepprer and H. E. BumstTep. Occupational 
Medicine [Occup. Med. 5, 65-72, Jan., 1948. .3 refs. 


The lead content of the atmosphere and of the workers’ 
urine was estimated to test the claims of the labour unions 
that there were cases of lead-poisoning in certain printing- 
works. Linotype operators were not exposed to a signi- 
ficant lead hazard: their average excretion was 0-028 mg. 
per litre, and the average atmospheric lead concentration 
at mouth level was 0-035 mg. per cubic metre. Such 
atmospheric lead as was present came not from the 
melting-pots but from the sawing of the “ slugs”’. The 
sawing process in other departments could give rise to a 
lead hazard. There was also danger intermittently 
near the remelting-pots, and in the stereotype depart- 
ments during the ** drossing ’’ of the pots and blowing off 
dust with air hoses. Nevertheless, the average lead 
excretion of stereotypers was within normal limits, and 
only 21% of them excreted more than 0-1 mg. per litre 
of urine. There was a significantly higher excretion 
among stereotypers than among linotype or other 
workers. 

The authors conclude that all remelting and stereotype 
casting-machine pots, drossing processes, and all saws 
and trimmers should have local exhaust ventilation. The 
use of air hoses for blowing off dust should be dis- 
couraged. J. N. Agate 


108. Pathology of Carbon Bisulphide. (Sulla patologia 
da solfuro di carbonio) 

G. GRAZIANI and L. Pecora. Folia Medica [Folia med., 
Napoli] 31, 129-149, April, 1948. 42 refs. 


Carbon bisulphide intoxication is one of the best 
studied of industrial hazards and precautions have made . 
it a rarity. Nevertheless, these authors, investigating 
17 males, aged between 22 and 58, who worked for 
1 to 15 years. on extracting oil with carbon bisulphide 
from olive pulp, believe that they have detected a sub- 
clinical intoxication with 0-006 to 0-012 mg. per litre. 
Various authors have given the maximal safe concentra- 
tion as between 0-03 and 0-1 mg. per litre; toxic reactions, 
mainly in the central nervous system, have been attributed 
to long exposure to concentrations usually thought safe. 
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Arguing that nervous function depends on rapid destruc- 
tion of acetylcholine by cholinesterase—many think 
that carbon bisulphide disturbs cholinergic functions— 
they adduce as evidence of subclinical intoxication the 
consistent finding of a high cholinesterase and a low 
vitamin B, level in the subjects’ blood. Clinical evidence 
of “* vegetative dystonia ’’ is alleged from electrocardio- 
graphic changes—a triphasic rapid wave—of debatable 
significance, and a prevalent bradycardia (sic) of about 
60 a minute. : John Hambling 


BLOOD TRANSFUSION 


109. Transfusion of Erythrocytes at the Therapeutic 
Clinic of the Sklifosovsky Institute. (O nepenupaHuu 
MacchI NO MaTepHany TepaneBTu4e- 
CKOH KJIMHHKH HHCTHTyTa HM, 3a 
1944—1947rr.) 

A. I. Kizitova and E. S. SALKOvsKAYA. Tepanestuue- 
ckui Apxus [Terap. Arkh.] 20, No. 2, 31-37, March- 
April, 1948. 4 figs., 16 refs. 


The authors describe their experience of 827 trans- 
fusions of concentrated erythrocytes to 185 patients from 
June, 1944, to December, 1947, the residue from plasma 
preparation being used; transfusion of erythrocyte mass 
is desirable in most cases of chronic anaemia and occasion- 
ally in acute anaemias, where it is required to increase 
haemoglobin and erythrocytes but not to increase the 
volume of circulating fluid. 

Sixteen patients with Addisonian and 4 with post- 
gastrectomy hyperchromic anaemia received both paren- 
teral liver and erythrocyte transfusions of 150 to 600 ml., 
to an average total of 1,000 ml. Transfusions were well- 
tolerated and accelerated rise of haemoglobin value is 
claimed. Thirty patients with leukaemias, including 
8 with acute conditions, received repeated transfusions 
to an average of 4,300 ml. each. Transfusions were only 
given when there was anaemia, and in febrile patients 
penicillin therapy was also given. In chronic cases 
x-ray therapy was added. It is concluded that erythro- 
cyte transfusion in leukaemia prolongs life, but does not 
affect the fundamental condition. Oral ulceration and 
necrosis are favourably affected, particularly if penicillin 
is also given, but haemorrhagic manifestations are not 
prevented. A patient with acute lymphatic leucosis, 
aged 22, lived for 5 months under therapy, receiving 
about 10 litres of erythrocytes and 52 million units of 
penicillin; oral necrosis did not occur. Transfusions 
were used in 68 cases of hypochromic anaemia after 
bleeding from gastro-intestinal lesions or uterus, or from 
stomach and oesophagus in cirrhosis. In these last 
transfusions were particularly effective, often reducing 
’ later haemorrhages. Patients bleeding on admission 
received whole blood or plasma, depending on the 
haemoglobin value, until bleeding ceased, then erythro- 
cytes. The influence of plasma on coagulation was con- 
sidered important, particularly in 3 haemophiliacs 
treated. 

Of 63 patients with unregenerative hypochromic* 
anaemias in infective and toxic states receiving trans- 
fusions, 21 had renal disease—acute and chronic nephritis, 


amyloid-lipoid nephrosis, or malignant hypertension, 
Administration was cautious, beginning with 35 to 50 ml, 
the dose being increased if well tolerated to an average 
total of 500 ml. Transfusion was avoided in uraemia or 
cardiac decompensation, with the exception of a case of 
corrosive sublimate nephritis with temporary anuria and 
haematemesis, in which repeated transfusions of from 
50 to 225 ml. were successfully given. Anaemia accom- 
panying pulmonary suppuration was often treated by 
whole blood, particularly if haemoptyses occurred, but 
13 patients with low haemoglobin values and no bleeding 
were given concentrated erythrocytes, preferably in 
conjunction \with sulphonamides or penicillin. Ip 
septic endocarditis, transfusion of erythrocytes was an 
adjunct to specific therapy, and was used only in absence 
of decompensation. 

It is pointed out that allergic reactions are usually 
milder with erythrocytes than with whole blood, probably 
because of diminished plasma protein. Pyrexial reac- 
tions are related to such variables as the patient’s mental 
attitude and the nature of the disease. In the series, 
2 cases of haemolytic reaction were noted, both about 
14 hours after well-received homologous transfusions 
in patients with post-haemorrhagic anaemias. Cross- 
matching had been satisfactory on the tile for 5 minutes 
at room temperature; rhesus cross matchings’ were not 


performed, and the authors consider incompatibility due 


to this factor responsible. In 1 case haemolytic reaction 
with several days’ anuria followed a third transfusion 
of whole blood, and 3 years later a concentrated erythro- 
cyte transfusion gave a further reaction. In the second 
case, a first transfusion of whole blood was well received, 
but subsequent concentrated erythrocyte transfusion 
produced a severe haemolytic reaction; death occurred 
later from pyaemia. J. C. White 


110. Transfusion Accidents and the Role of Forssman’s 
Antigen. (Der Transfusionszwischenfall und die Rolle 
des Forssmanschen Antigens) 

A. DE MARCHI. Schweizerische Medizinische Wochen- 
schrift [Schweiz. med. Wschr.] 78, 588-592, June 19, 
1948. Bibliography. 


The mechanism, symptomatology, and treatment of 
transfusion accidents are discussed in detail, with many 
references to the literature. The possibility that hyper- 
sensitivity to Forssman’s antigen may be the cause of 
such accidents is suggested. Two cases of this kind are 
described. A further case was attributable to formation 
of rhesus antibody and another to formation of anti-O 
agglutinins. Finally a case is briefly described in which 
the blood group changed in the course of years from 
Oto A. R. Landolt 


111. A Further Example of the Anti-S Agglutinin 
M. M. Picktes. Nature [Nature, Lond.] 162, 66-67, 
July 10, 1948. 3 refs. 


112. The Rh Chromosome Frequencies in England 
R. R. Race, A. E. Mourant, S. D. LAWLER, and R. 
SANGER. Blood [Blood] 3, 689-695, June, 1948. 9 refs. 


i} 
11 
W 

B 
ra 
bi 
h 
tc 
fe 


INSECTICIDES AND REPELLENTS 33 


INSECTICIDES AND REPELLENTS 


113. Some Results of Recent Work on the Newer 
Insecticides 

w. V. KinG. American Journal of Tropical Medicine 
[Amer. J. trop. Med.] 28, 487-497, May, 1948. 6 refs. 


The work at the Orlando, Fla., laboratory of the 
Bureau of Entomology and Plant Quarantine is normally 
concerned with general problems of insects affecting man, 
but as a result of the war its efforts for some years past 
have been directed primarily to aspects of special interest 
to the military forces. For this purpose a great number 
of new compounds have been screened to test their value 
for: (1) the protection of the individual from biting 
insects; (2) the control of insects in living-quarters; 
(3) the area control of insects of medical importance; 
and (4) the chemical investigation of insecticides and 
their application. As already stated, the number of 
compounds thus tested has been considerable; thus, to 
quote only two examples, during the past 12 months 
1,200 compounds have been tested as toxicants, and a 
smaller number as repellents of flies and ticks, while 
against Trombicula no fewer than 6,000 repellents have 
been tested. The author gives a very interesting account, 
from which the following is quoted, of how the tests of 
impregnated clothing are carried out. 

“ Compounds that show a fairly high degree of effective- 
ness against a test species are subjected to more rigid tests 
designed to determine their resistance to ageing and launder- 
ing, and their minimal effective concentration. The most 

romising of this group are submitted to the Division of 
Somnseinett of the U.S. Food and Drug Administration 
for testing for possible skin irritancy and toxicity to warm- 
blooded animals. Compounds found to be safe for use on 
clothing are then subjected to semi-practical laboratory 
tests, which, in the case of fleas and ticks, are carried out in 
small pens artificially infested with these arthropods. The 
persons performing the tests enter the pens wearing stock- 
ings or socks impregnated with one or another of the test 
compounds. Since the pens are much more heavily infested 
than ordinarily occurs under natural conditions, and since 
the tester is protected by only one treated article of clothing 
instead of an entire uniform, compounds effective in these 
tests are highly promising for practical use.” 

Apart from resistance to washing and ageing, it is 
clear that compounds effective against more than one 
species, or a combination of compounds, applicable in a 
single treatment, would be especially valuable. 

Since a full review of the results obtained from work 
conducted on such a large scale could not be attempted 
in a short paper, the author’s present account is limited 
to a summary of the more important recent findings, 
among which he records the following: (a) Five com- 
pounds for clothing treatment against Trombicula ap- 
parently were equally protective and more durable than 
the present standard benzyl benzoate. (6) Several com- 
pounds were effective as clothing treatments and as long- 
lasting repellents to salt-marsh mosquitoes. (c) A new 
compound, “ parathion ’’, under laboratory conditions is 
more toxic than DDT to certain arthropods. It possesses 
the disadvantage of being “* quite toxic to warm-blooded 
animals’’. (d) In tests of cockroach dusts, several of 
the newer compounds were equal to “ lethane 384”, and 
better than benzene hexachloride, in speed of knock- 
down. (e) The compound known as “ TDE” proved 
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promising when tested against Simulium venestum and 
Prosimulium hirtipes, being more toxic than DDT to their 
larvae and, probably, less toxic to fish. (f/f) The pre- 
hatching or pre-flooding treatment was found to be an 
effective method of controlling flood-water species of 
Aédes, DDT giving better results than other materials 
tested. 

A particularly interesting part of the report is that 
connected with observations on the important pheno- 
menon of the development of resistant strains of insects 
against DDT, which has recently attracted considerable 
attention in Italy. About 2 years ago the workers 
at the Orlando Laboratory began a study of this prob- 
lem, and found that the DDT-resistant strain was also 
resistant to other insecticides ; the results up to date are 
summarized as follows: 

“ A strain of DDT-resistant flies developed in the labora- 
tory proved to be resistant also to other insecticidal sprays. 
With chlordane, pyrethrins, or chlorinated camphene, as 
well as DDT, about twice as much material was required 
to cause mortality equal to that obtained with flies from 
a normal colony. A subculture from the special strain lost 


most of its resistance when reared for 12 to 15 generations 
without further exposure to DDT.”’ 
R. M. Gordon 


114. Toxicological Investigations of Compounds Pro- 
posed for Use as Insect Repellents. (A) Local and 
Systemic Effects following Topical Skin Application. — 
(B) Acute Oral Toxicity. (C) Pathological Examination 
J. H. Draize, E. ALVAREZ, M. F. WHITESELL, G. 
Wooparp, E. C. HAGAN, and A. A. NELSON. Journal 
of Pharmacology and Experimental Therapeutics [J. 
Pharmacol.) 93, 26-39, May, 1948. 4 refs. 


The use of insect repellents involves certain inherent 
dangers, some of which may not at first be obvious. 
Thus, the well-known repellent called “ sta-way”’ at 
first appeared not only very effective but also harmless 
to the user; nevertheless, repeated daily applications for 
a prolonged period to animals showed that percutaneous 
absorption occurred and severe toxic symptoms resulted. 
During the war the U.S. Public Health Service and the 
Food and Drug Administration conducted toxicological 
tests on some 4,000 compounds prepared by universities 
and chemical concerns and submitted by them for use as 
repellents. Only 42 of these compounds survived the 
preliminary screening tests, and these were further in- 
tensively studied, with the results recorded in tabular 
form, which in the present paper show that only 18 of 
these remaining repellents passed the final rigorous 
tests and were deemed safe for use by military personnel. 
These findings are of considerable interest and practical 
importance, but they cannot be summarized further and 
the reader is referred to the original for the names of the 
preparations and the details concerning their effects on 
the animals tested. R. M. Gordon 


115. Developments in the Use of the Newer Organic 
Insecticides of Public Health Importance 

J. M. ANpREws and S. W. Simmons. American Journal 
of Public Health [Amer. J. publ. Hlth) 38, 613-631, May, 
1948. 134 refs. 
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Radiology 


116. The Radiographic Appearance of the Gastro- 
intestinal Tract During the First Day of Life 

M. G. WascuH and A. Marck. Journal of Pediatrics 
[J. Pediat.] 32, 479-489, May, 1948. 1 fig., 3 refs. 


In order to study the distribution of gas in the stomach 
and bowel in the first few hours after birth, 50 normal 
newborn infants were examined radiologically. Straight 
radiographs of the abdomen were taken in the supine 
position at times varying from birth up to 24 hours. The 
films show a fairly constant pattern of gas distribution 
and sequence of progress of gas within the stomach, 
small intestine, and large bowel during the first 8 hours. 
Air is present in the stomach at birth. Within the first 
hour coils of small intestine are visible but differentiation 
between jejunum and ileum is not possible, apart from 
their position. At about 3 hours the lumen of the colon 
can be identified and air can usually be seen in the distal 
loops of the colon before 8 hours. By 10 or 12 hours, 
air is widely dispersed in the small intestine, but lessens 
in amount thereafter when the colon outline becomes more 
prominent. The authors describe in addition 2 cases of 
small intestine obstruction in the newborn. Radiographs 
were taken for the first time at 20 hours and 36 hours 
respectively when the distension was well established. 
Both infants were operated upon but ultimately died. 
It is the authors’ opinion that, in the light of the findings 
in the normal infant, routine radiography, say at 3 hours 
after birth, in any case in which abnormality is suspected 
would make earlier diagnosis of bowel obstruction 
possible. A. M. Rackow 


117. The Significance of Triangular Hilar Shadows in 
Roentgenograms of Infants and Children 

R. M. Harvey and R. S. BROMER. 
Roentgenology and Radium Therapy [Amer. J. Roent- 
genol.| 59, 845-852, June, 1948. 6 figs., 10 refs. 


The authors, giving the details of 9 cases in children 
aged from 3 weeks to 23 months, record that a triangular 
shadow of increased density is seen occasionally in radio- 
graphs of infants—less often in young children—pro- 
jecting from the region of the hilum of the right lung, less 
frequently from the left. This shadow has a sharp lateral 
margin, which ends in an inferior angle, usually of less 
than 90 degrees, and is either in close relation to, or 
merges with, the interlobar fissure markings. It is rarely 
found simultaneously on both sides. The density in the 
lateral view is localized to the anterior mediastinal space. 
Some of the suggested causes of this shadow are thy- 
mic enlargements, tumours of the thymus, enlarged 
mediastinal and hilar lymph nodes, partial atelectasis of 
either upper lobe or consolidation along the mesial 
margin of either upper lobe, or mediastinal pleurisy. 

From their study of the 9 cases the authors express the 
opinion that the shadow is most often due to persistence 
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of the thymus and base their belief on: (1) The occur. 
rence of the shadow in healthy infants in whom no pre- 
vious serious respiratory illness has occurred. (2) The 
frequency of the findings in routine chest examinations, 
(3) The fact that Wasson has demonstrated in his 
studies that the thymus can cast a sharply angulated 
shadow. (4) The persistence of the shadow for long 
periods of time in otherwise healthy infants. 
shadow were due to mediastinal pleurisy for similar long 
periods it would seem that effusions would no longer be 
present and that adhesions alone could not produce such 
a shadow.” (5) The fact that often the lower border 
of the shadow is not definitely located at the interlobar 
fissure and that as a rule no transverse linear shadows 
can be seen. (6) The fact that the shadow is not con- 
fined to any anatomical unit of the lung. (7) The age 
incidence—predominantly in the first year of life. 

[The abstracter has observed this shadow in infants 
sent for routine radiography of the chest. His first im- 
pression, from comparing the radiographic appearances 
with the anatomical features shown in pathological 
specimens, was that the opacity was due to the thymus, 
In some cases seen after 4 years the lesion has entirely 
disappeared, but it persists in some cases for as long as 
5 years. Of 550 chest radiographs of babies approxi- 
mately 6 months of age, 125 showed definite enlargement 
of the superior mediastinal shadow. ] 

James F. Brailsford 


118. Abdominal Venography 

P. L. FARINAS. American Jounal of Roentgenology 
and Radium Therapy [Amer. J. Roentgenol.| 58, 599-602, 
Nov., 1947. 9 figs. 


The technique of abdominal venography is described 
as follows. ‘* Under local anesthesia the long saphenous 
vein is exposed by a short incision at the inner portion 
of the middle third of the thigh. A tourniquet is placed 
at the groin to make the vein more prominent. The vein 
is punctured with a small trocar, the tourniquet released 
and 40 c.c. of diodrast rapidly and continuously injected. 
Sometimes direct puncture of this vein is possible without 
need of its previous exposure. Two 14 x 17 in. films 
are taken when 30 to 25 c.c. of the opaque medium has 
been injected and the second immediately afterwards. 
This is accomplished by using a fast plate changer. 
Venograms may then be taken. In order to create 
transitory hypertension in the region of the inferior vena 
cava, compression of the epigastrium with an inflated 
balloon may be made, thus making visible some of its 
branches.”’ The examination is indicated in: (1) cases 
in which there is a possibility of obstruction or throm- 
bosis of the inferior vena cava; (2) abdominal tumours, 
especially renal neoplasms, where intravenous urography 
is indicated; (3) portal hypertension, with possibility 
of performing a portal vein to vena cava anastomosis. 


34. 
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treatment of any of the cases.] 
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Venograms reproduced illustrate normal external 
common iliac veins and inferior vena cava, thrombo- 
phlebitis of the external and common iliac veins and 
inferior vena cava, right renal tumour, abdominal 
metastases, and hypertrophic cirrhosis. The method 
may be of use in diagnosis of thrombosis, when surgical 
intervention is possible. [The authors do not indicate 
whether the procedure did in fact assist in the successful 
James F. Brailsford 


119. Abdominal Arteriography. Technique and Diag- 
nostic Application 

F. B. WAGNER, A. H. Price, and P.C. SWENSON. Ameri- 
can Journal of Roentgenology and Radium Therapy 
[Amer. J. Roentgenol.] 58, 591-598, Nov., 1947. 10 figs., 
7 refs. ; 


The technique of abdominal arteriography is described. 
A cleansing enema is administered to the patient in the 
morning and food is withheld. Premedication is with 
morphine and atropine. A radiologist, two anaesthetists, 
and a surgeon are required. 

The target-film distance used is 30 in. (75 cm.). 
Factors include: 70 to 85 kV, 200 milliamperes, and an 
exposure time of 0:25 second with a high-speed Potter— 
Bucky diaphragm and par speed screens, fast film. When 
the preliminary radiograph has been approved or neces- 
sary corrections have been made, the patient is anaes- 
thetized lightly with thiopentone. A second anaesthetist 
administers oxygen. Adrenaline and “‘coramine”’ are 
kept at hand, but have not been needed by the authors. 
A malleable 18-gauge needle at least 15 cm. long must be 
employed for aortic puncture. The added feature of an 
extra opening at the side of the needle near the tip 
decreases the resistance to injection. Striking arterio- 
graphic detail is obtained by injection of 10 ml. of freshly 
prepared, sterile 80% sodium iodide solution in spite of 
its rapid dilution in the aortic stream. Organic iodides 
such as “ diodrast”’ have not proved as satisfactory. 
The skin is pierced just below the left twelfth rib, four 
fingerbreadths from the spinous processes. The needle 
is directed anteriorly, medially, and cephalically toward 
the body of the twelfth thoracic vertebra until bone is 
encountered. The needle is then withdrawn 2 cm. 
and the point directed more laterally so as just to slip 
by the body of the vertebra. The stylet is then removed 
and the needle cautiously advanced into the aortic 
lumen. The aortic walls offer a resistance similar to 
that of the dura mater in spinal puncture. A pulsating 
drip of bright red blood emerges from the needle in much 
less dramatic fashion than might be expected. After 
the needle has entered the aortic lumen, it is advanced an 
additional 0-5 cm. 

Arteriographic visualization of the coeliac axis and its 
branches is usually best with this technique. The renal 
arteries are best seen when puncture is performed one 
vertebra lower. If it is required to visualize the lower 
part of the aorta or the iliac vessels, puncture may be 
performed at the level of the second or third lumbar 
vertebra, but puncture at these lower levels is more 
difficult. At these sites it is necessary to enter the skin 


six fingerbreadths from the spinous process. 


~ 


After successful aortic puncture, the needle is connected 
by the rubber tubing to a Luer—Lok syringe previously 
filled with sterile saline solution. Alternate injection 
of saline solution and withdrawal of blood are per- 
formed in order to note the ease of flow in both directions 
and to assure the operator that the needle is in the correct 
position. Injection should never be carried out until 
this test has proved satisfactory. In order to estimate the 
force required to inject the medium within 6 seconds (2 ml. 
per second), a trial injection is made with 12 ml. of saline 
solution. The stopcock is then closed and the syringe 
filled with approximately 12 ml. of the radio-opaque 
solution. The total amount delivered to the aorta will be 
about 10 ml. Just before injection, blood is again 
withdrawn. As the final | or 2 ml. leaves the syringe, 
the film-isexposed. The needle is withdrawn immediately 
after exposure. No untoward reactions have occurred. 
One litre of 5% glucose in normal saline solution is 
administered through the needle left in place at the 
conclusion of intravenous anaesthesia. Administration 
of chloride ions hastens the excretion of iodide by the 
kidneys and aids in prevention of iodism. After 2 hours 
the patient is allowed his regular diet and walking is 
permitted if there are no other contraindications. 

An account is given of conditions in which the pro- 
cedure was used. They include aneurysms, complete 
aortic occlusion, peripheral vascular disease, enlarged 
fibrotic pancreas, atheroma, abdominal tumours, and 
hypertension. The authors conclude with the statement 
that ‘* although abdominal arteriography was performed 
without untoward results 26 times in this series, it is not 
without potential dangers. It should be employed as a 
diagnostic adjunct by carefully trained personnel only 
after simpler and standard studies have failed to yield 
sufficient information to reach a necessary conclusion ”’. 

[The accounts of the cases given, together with the 
spectacular radiographic appearances illustrated, lead 
the abstracter seriously to doubt the justification for this 
investigation in any of the cases, for the information so 
obtained was of no material value in their treatment.) 

James F. Brailsford 


120. Pulmonary Cavities “ Below the Diaphragm ”’. 
A Phenomenon Sometimes Seen in Pneumoperitoneum 
Treatment of Pulmonary Tuberculosis 

P. MORGENSTERN and I. Pine. American Journal of — 
Roentgenology and Radium Therapy [Amer. J. Roentgenol] 
59, 677-681, May, 1948. 7 figs., 2 refs. 


This work comes from the Department of Medicine 
and Surgery, Veterans Administration, Oteen, North 
Carolina. Three cases of pulmonary cavities “* below 
the diaphragm ” are reported. In all 3 cases pneumo- 
peritoneum treatment was carried out and, on a cursory 
examination in 2 cases, the radiographs showed no 
evidence of cavitation. The sputum, however, remained 
persistently positive and further careful examination 
revealed in each case a cavity in the anterior or posterior 
sulcus of the lung below the level of the elevated dia- 
phragmatic dome. The mechanism of pulmonary cavi- 
tation “ below the diaphragm ”’ is briefly discussed. 

A. Orley 
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121. On Lung Changes in Acute General Dermatitis. 
[In English] 

N. FrostserG. Acta Radiologica [Acta radiol., Stockh.] 
29, 493-502, June 30, 1948. 6 figs., 35 refs. 


This paper, which comes from the X-ray and the 
Medical Departments of the Central Hospital, Boras, 
Sweden, contains an account of two cases of involvement 
of the lungs—mainly an accentuated reticular pattern— 
in patients suffering from an acute general dermatitis 
with exanthem. The lung condition subsided with the 
fading of the exanthem. The author therefore con- 
cludes that both the dermatitis and the lung changes were 
due to the same cause. A. Orley 


122. The Value of Roentgenography in the Diagnosing 
of Cardiac Disorder following Rheumatic Fever. [In 
English] 

C. J. HANsson and E. JAacossson. Acta Radiologica 
[Acta radiol., Stockh.] 29, 541-545, June 30, 1948. 
2 refs. 


This paper, which comes from the Medical and Radio- 
logical Departments of the Children’s Hospital, Gothen- 
burg, Sweden, is based on the correlation of the radio- 
graphic and clinical findings in the course of a follow-up 
in 1944-5 of 494 patients who, as children, had one or 
more attacks of rheumatic fever between 1922 and 1940. 
It was found that in nearly 22% of the cases the radio- 
graphic findings were important for deciding the diagnosis 
and prognosis. The technique of radiography of the 
heart and the method of estimation of its volume are 
briefly mentioned. A. Orley 


123. On the Roentgen Aspect of Prostatic Cancer by 
Urethrocystography. [In English] 

N. P. G. Epuinc. Acta Radiologica [Acta radiol., 
Stockh.] 29, 461-474, June 30, 1948. 11 figs., 8 refs. 


This paper, from the X-ray Department of Karolinska 
Sjukhuset, Stockholm, is based on the urethrocysto- 
graphic study of 68 cases of prostatic carcinoma and 
of a similar number of cases of prostatic hypertrophy. 
The urethrographic signs of prostatic carcinoma are an 
elongation of the prostatic urethra combined with a 
narrowing and irregularity of the lumen, an abrupt 
kink of the urethral canal, a lateral and anterior displace- 
ment of the entire prostatic urethra, and an irregular 
upward bulge of the base of the bladder. The absence 
of these signs, however, does not exclude prostatic 
carcinoma. A. Orley 


124. A Method of Roentgenologic Examination of the 
Shoulder 

W. E. Howes and B. B. ALICANDRI. Radiology [Radio- 
logy] 50, 569-580, May, 1948. 12 figs., 4 refs. 


The shoulder area is a site in which detachment of 
small fragments of bone or deposition of calcium may 
not be revealed with the standard radiographic pro- 
jections, antero-posterior and lateral; consequently it 
may be necessary in certain cases to employ multiple 


projections which throw the shadows of these abnormal 
features outside the bony outline. To assist in locating 
abnormal fragments or deposits the authors cover the 
site of insertion of the main fibres of the muscles with lead 
foil and radiograph the area at various angles with rota- 
tion and elevation of the humerus. It is recognized that 
some fibres spread out on to adjacent facets but to cover 
these would obscure the definition of the main insertions, 
Deposits outside these areas, particularly in the dependent 
parts, are regarded as being within the subacromial 
bursa. The additional projections are described and 
these features are iflustrated. James F. Brailsford 


125. Studies of the Circulation by Roentgencinemato- 
graphy. ‘ 

N. WESTERMARK. Radiology [Radiology] 50, 791-802, 
June, 1948. 8 figs. 


These studies have been made in Stockholm, Sweden, 
They are a contribution to the study of the circulation 
by means of x rays and the cinematographic camera, 
The first part of the paper deals with the limitations 
of the old methods used in the investigations of cir- 
culatory dynamics. Roentgen-cinematography has only 
recently been developed and has been of great help in the 
elucidation of many problems connected with the study 
of arterial velocity, duration of phases of the cardiac 
cycle, circulation time, and movements of different parts 
of the heart during systole and diastole. This new 
technique, in which intravenous “ thorotrast”’ is used 
as a contrast medium, is an improvement on the old one 
in which metallic indicators were implanted in the myo- 
cardium of the left ventricular wall and the heart was 
studied by simultaneous roentgencinematographic and 
electrocardiographic recordings. The present study was 
made in rabbits after injection of thorotrast: a specially 
attached camera took 64 consecutive pictures per second 
of the fluorescent images of the cardiovascular system 
produced by exposure to x rays. Electrocardiographic 
tracings were obtained simultaneously and were in- 
dispensable for the timing of the photographic records. 
[For details of apparatus used and technique the original 
paper should be consuited.] The cardiac contractions 
are described in detail, and it seems that many accepted 
facts of cardiodynamics may have to be reviewed in the 
light of the newly added knowledge. Here are a few 
interesting conclusions: (a) In systole there is a piston- 
like displacement of the atrio-ventricular junction 
towards the apex, and a reverse movement in diastole. 
(b) The pulmonary circulation time has a mean value 
equal to 1-5 seconds (one-twelfth of the duration of the 
so-called “circulation time’). (c) Ventricular filling 
takes place in presystole, and not, as generally held, at 
the beginning of diastole. (d) The outflow of blood 
through the pulmonary and aortic openings coincides 
with the beginning of the T wave and not immediately 
after the S wave, as hitherto believed. (e) Ventricular 
systolic contraction starts at the septum and spreads 
to the apex and along the external ventricular walls to 
the arterial openings. The ventricular contraction 
begins with the commencement of the QRS complex and 
finishes at the end of the T wave. A. J. Suchett-Kaye 


Pathology 


126. Leishman’s Stain Adapted for Use with Histo- 
. Jogical Sections 

R. H. BLack. Annals of Tropical Medicine and Para- 

sitology [Ann. trop. Med. Parasit.] 42, 52-53, April, 1948. 

3 figs. 


The following method was evolved at the Liverpool 
School of Tropical Medicine in an attempt to find an 
alternative to that of Giemsa for staining erythrocytic and 
exoerythrocytic forms of Plasmodium gallinaceum in 
tissues. Thin paraffin sections, brought down to distilled 
water, were treated as follows: saturated aqueous solu- 
tion of picric acid, 5 to 10 minutes; wash with water; 
Leishman stain (1:2. water) 25 minutes; wash in 
running water, 10 to 15 minutes; dehydrate through 
xylol-acetone mixtures—xylol 5, 30, 70%—to pure xylol; 
mount in neutral medium. 

Erythrocytic malarial parasites are well stained and 
exoerythrocytic forms of P. gallinaceum in sections of 
liver, kidney, and spleen are clearly shown, but there is 
no differential staining of the chromatin and cytoplasm 
of the parasites. The tissue cells, especially of cellular 
organs (liver, kidney, intestine, spleen) are well stained, 
and in the fowl’s kidney the collecting tubules stain 
differently from the other tubules. The author states 
that this method is not superior to that with Giemsa’s 
stain. J. F. Corson 


127. A Simple Technique for the Microscopy of Living 
Tissues in situ, with Some Observations on the Splenic 
Circulation 

D. GALL. Annals of Tropical Medicine and Parasitology 
_[Ann. trop. Med. Parasit.] 42, 54-66, April, 1948. 1 fig., 
42 refs. 


The author refers briefly to various methods of examin- 
ing microscopically the body tissues in the living animal; 
he then discusses the difficulties and limitations asso- 
ciated with such work and describes with diagrams the 
apparatus and technique used by him at the Liverpool 
School of Tropical Medicine to examine the splenic 
circulation in the mouse. 

Light from an electric lamp was focused on the end 
of a glass rod and transmitted by internal reflexion along 
the rod to its finely-drawn-out tip (0-5 to 2 mm. thick), 
which was used to transilluminate the tissue; it was 
satisfactory for tissues up to about 2 mm. in thickness. 
The microscope was mounted on a Baker universal stand 
and the tissues were kept wet and warm by a continuous 
regulated flow of Tyrode solution at body temperature. 
The mouse was anaesthetized with “‘ nembutal ”’ [pento- 
barbitone] 2 to 4 mg. subcutaneously, and the ventral 
end of the spleen was extruded through an incision and 
was covered with a cover-glass; warm Tyrode solution 
flowed over the exposed tissues. The technique was a 
modification of Kniseley’s (Anat. Rec., 1936-9). 


The splenic arterioles usually disappeared among the 
pulp tissue in an indeterminate manner, but less often 
were continuous with fine channels Which joined a 
venule. The red pulp showed “ clear cells of the pulp 
cords, aggregates of apparently stagnant red cells, and 
streams of blood of greatly varying size, direction, and 
rate of flow’. The streams of blood were from 8 to 
40 y in diameter and from 50 to several hundred jy in 
length; some were tortuous and others straight, and 
numerous anastomotic vessels were present, joining at 
different angles. No vessels acting as reservoirs for red 
blood cells, no definite sphincters, and no obstruction 
of blood flow by leucocytes were seen. Occasional 
variations in the rate of flow along the channels were 
observed, and on one occasion only a rhythmical varia- 
tion was noticed’ for which no explanation could be — 
found. Details still unknown are: the mode of con- 
nexion of the arterioles to the blood streams and what 
becomes of the arteriolar endothelium; the significance 
of the scattered, apparently stagnant red cells within the 
pulp; differences in the circulatory pattern in different 
species of animals. A single technique is insufficient to 
solve these problems, and the appearances in the living 
spleen must be checked by histological methods. 

J. F. Corson 


128. The Excretion of 17-Ketosteroids in Men of 
Different Age-groups, with Special Reference to Prostatic 
Cancer 

A. M. Rosinson. British Journal of Cancer [Brit. J. 
Cancer] 2, 13-16, March, 1948. 2 figs., 6 refs. 


Estimation of urinary excretion of 17-ketosteroids, 
which is the only practical method of determining andro- 
genic secretion, was carried out in males of all ages up to 
the ninth decade. Most of the subjects were normal men 
or hospital patients suffering from diseases which do not 
affect the output of 17-ketosteroids; 83 were over 40 
years of age. The results for the younger age-groups 
were in general agreement with published figures; there 
were low values in childhood with a rapid rise at or about 
puberty and a maximum in middle age. In men over 40 
the excretion decreased gradually but the scatter of in- 
dividual values about the average in any age-group 
remained constant. The persistence until very advanced 
age of comparatively wide individual variations in the 
output of 17-ketosteroids and hence, probably, in the 
degree of androgenic stimulation of the prostate must be 
taken into account in the consideration of the aetiology 
of cancer of the prostate. _L. Foulds 


129. The Periodic Acid Routine Applied to the Kidney 
J. F. A. McManus. American Journal of Pathology 
[Amer. J. Path.] 24, 643-648, May, 1948. 6 figs., 7 refs. 
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EXPERIMENTAL PATHOLOGY 


130. Experimental Endocarditis. 

V. P. KesarevA. Apxus Ilaronorun [Arkh. Patol.] 10, 
No. 3, 18-24, May-June, 1948. 4 figs., 13 refs. 


Rabbits were sensitized by means of 4 injections of 
5 ml. of normal horse serum at 5-day intervals. Ten 
to 15 days after the last injection of the serum they were 
forced to run in a “* rotation drum ”’ for 5 to 10 minutes, 
and immediately afterwards streptococci (from 500,000 
to 50,000,000) in 5 ml. of horse serum were injected 
intravenously. . Six rabbits out of 72 died from ana- 
phylactic shock; others died or were killed over a 
period of 2 days to 14 months. Various forms and sites 
of endocarditis were found in 39 rabbits (58%). The 
mitral valve was involved in 17, the tricuspid in 9, and 
the aortic in 4 rabbits. In 2 rabbits there were simul- 
taneous changes in the mitral and aortic valves, in 2 
rabbits in the mitral and tricuspid valves, and in 5 in 
tricuspid and aortic valves. No changes in the pul- 
monary valve were observed. 

Initial changes induced in the valves consisted of 
necrosis of the subendothelial connective tissue with 
oedema and desquamation of the endothelium. Form 
and extent of the endocardial changes depended on the 
intensity of the tissue reaction of the sensitized animals 
after the shock-inducing injection. The great burden 
imposed on the heart combined with the injection of 
streptococci and antigen caused endocarditis in a high 
percentage of the sensitized animals. A number of 
rabbits, however, did not show any changes despite the 
treatment. In control animals treated similarly but not 
sensitized no endocarditis developed. Large necrotic 
areas of the valves associated with oedema and destruction 
-were observed, and streptococci were found in some of 
the lesions. Sometimes the changes were superficial, 
limited necrosis and proliferation of endothelial areas 
resulting in endocarditis verrucosa. In a number of 
rabbits interstitial myocarditis was observed simul- 
taneously with the valvular changes: in others focal 
glomerulonephritis or interstitial nephritis developed. 

J. Flaks 


131. Comparative Results of Intradermal and Subcutane- 
ous Injections of Antireticular Cytotoxic Serum on the 
Development of Sarcomatous Transplants in Mice. (Cpas- 
HHTCJIbHBIE BHYTPHKOMHOTO MOLKOK- 
HOrO AHTHPETHKYNAPHOH 
CbIBOPOTKH Ha Pa3BHTHE TpaHCNaHTaTOB CapKOMBI y 
MBILUeH) 

V. D. VinoGrapova. Apxus Ilatonoruu [Arkh. Patol.] 
10, No. 3, 51-55, May—June, 1948. 1 fig., 24 refs. 


Experiments were undertaken in order to compare the 
influence of intradermal and subcutaneous injections of 
Bogomoletz’s “ antireticular cytotoxic serum ”’ (ACS) on 
the transplantable Crocker sarcoma in mice. The author 
believes, as do Bogomoletz and his associates, that the 
reticulo-endothelial tissue exerts an important influence 
on the induction and growth of malignant tumours; large 


doses of the serum inhibit natural resistance to tumour 


inoculation while small doses increase this resistance. 
ACS (titre 1 : 125) was obtained by immunization of 
rabbits with bone marrow and spleen of mice. Experi- 
mental mice received 5 injections of the serum at 3-day 
intervals; 0-001 ml. of serum was taken as the stimulating 
dose, and was injected in 0-2 ml. saline intradermally or 
subcutaneously. Implantation of the tumour (0:3 ml, 
of a 10% suspension of tumour cells) was made after 
2 injections of the serum. The same dose was given 3, 6, 
and 9 days after the inoculation of the tumour. The 
author employed 252 mice in 7 experiments; in 83 mice 
receiving ACS intradermally 41 tumours (49-4%) de. 
veloped, while in 79 mice which received serum sub- 
cutaneously 61 tumours (77-:2%) appeared. In 90 con- 
trol mice 83 tumours (92:2%) developed. The differences 
in tumour incidence in the 3 groups were found to be 
statistically significant. Tumours in the control mice 
appeared earlier than in the treated groups, the latter 
surviving longer than control mice. The mean time of 
survival was 26 days in the controls, as compared with 
32 and 37 days in mice injected with ACS subcutaneously 
or intradermally. No spontaneous tumour regression 
was observed in the controls, while mice injected with the 
serum showed about 9% of regressions of implanted 
tumours. J. Flaks 


132. General Characters of Anaphylaxis in the Smooth 
Muscle of the Intestine. 3aKOHOMepHOCTH aHa- 
MycKynatypbl 
N. N. Kovuazin. Apxus [latonorun [Arkh. Patol.] 10, 
No. 3, 46-51, May-June, 1948. 3 figs., 16 refs. 


The degree of the local anaphylactic reaction of the 
skin (Arthus phenomenon) in rabbits inoculated sub- 
cutaneously with normal horse serum was compared 
with the level of precipitin in the serum and the hyper- 
sensitiveness of the isolated small intestine. The rabbits 
received subcutaneous injections of 1 ml. of horse 
serum at 6-day intervals. After 4 injections (haemor- 
rhagic infiltration of the skin) the precipitin titre reached 
1: 10,000 to 1: 200,000. No relation was found 
between the precipitin titre and the hypersensitiveness 
of the intestine, as measured by its contractions after 
the addition of the antigen. The sensitiveness of the 
intestine was more pronounced after 5 injections of the 
serum (necrotic changes of the skin) while the precipitin 
titre remained unchanged. The precipitin titre fell to 
1 : 60,000 after 6 injections (marked necrosis of the skin), 
but the sensitiveness of the intestine increased further. 
After 8 to 9 injections both the precipitin titre and the 
sensitiveness of the intestine were lower. The author 
concludes that the intestine becomes sensitized later than 
the skin and that this is independent of the amount of 
precipitin in the serum. The allergic condition of the 
skin can be demonstrated for a longer period than that 
of the intestine. The allergic reaction in the serum, as 
represented by the presence of precipitins, persists for a 
shorter time than that in the skin or in the intestine. 
Further experiments showed that a short contact of the 
intestine with the antigen causes no desensitization. 
The isolated intestine remains sensitized also after 
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anaphylactic shock, The longitudinal muscular layer of 
the intestine was more sensitive to the antigen than the 
circular layer and responded with higher contractions 
after contact with the antigen. J. Flaks 


133. The Serial Passage of Hodgkin’s Disease Tissue 
Extract in Chicken Eggs 

Ww. L. Bostick. Journal of Immunology Immunol.} 
59, 189-193, June, 1948. 5 refs. 


Seitz-filtered extracts from Hodgkin’s disease tissues 
were inoculated into groups of fertile hens’ eggs; serial 
transfer up to 18 passages were made into further eggs. 
Comparable inoculations were carried out with extracts 
from other human tissues to serve as controls. A rather 
higher mortality was found among the embryos in the 
Hodgkin’s-disease group. Since this difference in 
mortality persisted in serial passages the transfer of 
a virus was inferred. G. Payling Wright 


134. The Pathogenesis of the Liver Lesion Due to the 
Administration of Carbon Tetrachloride 

W. H. H. ANpReEws and B. G. MAEGRAITH. Annals of 
Tropical Medicine and Parasitology [Ann. trop. Med. 
Parasit.| 42, 95-100, April, 1948. 8 figs., 29 refs. 


Subcutaneous doses of carbon tetrachloride (0-1 g. 
per 100 g. body weight) induce centrilobular degeneration 
and necrosis in the livers of a variety of animals. Swell- 
ing of the parenchymal cells is a fairly early, though 
variable, feature and, in the opinion of the authors, 
leads to obstruction of the flow of blood through the 
sinusoids with centrilobular anoxia. Injection of India 
ink suspension into a mesenteric vein under carefully 
controlled conditions was employed for the study of the 
hepatic sinusoids. [Most of the conclusions are based 
upon rat experiments in which swelling of liver cells is 
pronounced; the authors admit that sinusoids are usually 
not obliterated in the guinea-pig, yet necrosis may be 
severe. ] G. R. Cameron 


135. Experimental Allergic Myocarditis 

R. Jarre and E. Hortz. Experimental Medicine and 
Surgery [Exp. Med. Surg.] 6, 189-202, May—Aug., 1948. 
6 figs., 13 refs. 


The authors describe further experiments on rabbits, 
guinea-pigs, and rats, in which lesions are found in the 
heart muscle after repeated intraperitoneal injection of 
homologous heart muscle extracts. More severe lesions 
are produced in such sensitized animals when they 
receive alternate injections of horse serum, cattle serum, 
egg albumen, or a 2% suspension of killed streptococci 
with the heart muscle extract. In these animals peri- 
vascular and subendocardial infiltrations are found, 
sometimes accompanied by eosinophils and homogeniza- 
tion of the muscle. [Despite the low magnification of the 
illustrations and some confused phraseology, the authors 
have brought forward definite evidence to support their 
hypothesis of an allergic reaction in human myocarditis 
to some specific substance which is absorbed from the 
damaged heart muscle fibre.J E. T. Ruston 


X rays 34 


136. Additive Effects of X-rays and Methylcholanthrene 
in Inducing Mouse Leukemia 

H. W. Mixer and A. KirscHBAuM. Radiology [Radio- 
logy] 50, 476-480, April, 1948. 2 figs., 8 refs. 


Of mice of the dba strain, 17% develop spontaneous 
leukaemia at an average age of 378 days; from strain 
CBA the corresponding figures are 10% and 720 days. 
Groups of mice of both strains were treated by: (1) x 
rays—1,100 r during 11 weeks (dba) and 500 to 700 r 
during 10 weeks (CBA); (2) painting with 0-25% 
methylcholanthrene 18 times (dba and CBA); (3) a 
combination of both treatments. The results are shown 
in the table. 


dba Mice CBA Mice 


Latent 
Period 
(days) 


378 84 9 720 
303 26 17 402 
Methylchol- 


anthrene.. 34 30 
X rays + Methyl- es 
cholanthrene 48 34 ;— 


Latent 
Period 
(days) 


Leuk- 
aemic 


Num- 
ber 


Num- 
ber 


Controls 


** Although a stock of mice (CBA) is susceptible to the 
action of a leukemogen such as x-rays, it may nottespond 
to the leukemia-inciting action of methylcholanthrene. 
This suggests that different genes control susceptibility 
to different agents. The dba stock possesses genetic 
susceptibility to both agents, whereas the CBA stock is 
susceptible to only one, x-rays. There are, however, 
grades of susceptibility to a single leukemogenic agent, 
e.g., certain stocks are far more susceptible than others to 
x-rays. The additive effects of x-rays and methyl- 
cholanthrene in the dba strain indicate that the basic 
mechanism of induction of leukemia is probably the 
same for the two agents. Where additive effects were 
not obtained (in the CBA strain), it may be assumed that 
the mice responded to one, but not the other agent. The 
long latent period for x-ray-induced leukemia in CBA 
mice (as compared with dba) can be correlated with 
(a) a later onset of spontaneous leukemia, and (b) longer 
life expectancy. This suggests a fundamental difference 
in the metabolism of these two strains, and these differ- 
ences appear to influence the rate at which leukemic 
(cancerous) and certain non-leukemic processes (as 
reflected in longevity) develop.” 

The additive effect of the 2 leukaemogenic agents 
was not apparent in CBA mice, which were susceptible 
to the leukaemia-inciting activity of one agent (x rays) 
but not the other (methylcholanthrene). The interaction 
of multiple agents may be involved in the genesis of both 
spontaneous and induced leukaemia, the effectiveness of 
these agents in inducing the disease depending on the 
genetic constitution of the test animals. Longevity in 
the 2:strains of mice was correlated with the length of the 
latent period of induction of leukaemia by x rays. 

I. Hieger 
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137. Inhibitory Action on Experimental Carcinoma in 
Mice. An Inhibitor from Normal Urine. (Hemmungs- 
wirkung an experimentellen Miausekarzinomen. Ein 
Hemmungsstoff aus normalem Urin) 

E. Wo.tHem. Schweizerische Medizinische Wochen- 
schrift [Schweiz. med. Wschr.] 78, 428-431, May 8, 1948. 
3 figs., 21 refs. 


From the urine of healthy human subjects it is possible 
to extract with ether a substance having an inhibitory 
action on experimental carcinoma. This substance is 
absent from the urine of patients with carcinoma. The 
activity is not decreased by alkaline hydrolysis. Urine 
extracts from normal men had a stronger effect on car- 
cinoma in female mice, whereas urine extracts from 
normal women had a stronger effect on carcinoma in 
male mice. The active factor probably belongs to the 
steroid group but cannot be identical with one of the 
normal sex hormones, as the activity of these extracts is 
independent of the hormone content of the urine and of 
the pH at which they are prepared. The hormone con- 
tent of the inactive extracts from the urine of carcinoma 
patients is, moreover, the same as that of the active 
extracts. R. van Dam 


138. Antibiotics for Carcinoma Cells? (Antibiotiques 
pour cellules carcinomateuses?) 

Vv. Casrernt and V. GaaGGINni. Schweizerische 
Medizinische Wochenschrift [Schweiz. med. Wschr.] 78, 
424-428, May 8, 1948. 12 figs., 20 refs. 


The authors made a detailed study of the effect of 
various enzymes belonging to the Saccharomyces class on 
cancer cells. They found that a strain of Oidium albicans 
was capable of bringing about total lysis of cells from a 
mouse adenocarcinoma in vitro within 24 hours, while 
with normal liver cells no lysis occurred. From the 
results of a large-number of experiments it appears that 
the cytolytic factor was in all probability an enzyme, 
possibly a cytophage. Cancerolysis in vitro was also 
observed with various specimens of human carcinoma. 
Experiments in vitro showed that no tumour developed 
in mice which had received intraperitoneal injections of 
an Oidium suspension immediately after the inoculation 
of tumour cells. Mice treated with Oidium suspensions 
10 to 20 days after the inoculation died before a gross 
tumour had developed; histological examination showed 
haemorrhages around the site of inoculation. The 
death of these animals may possibly have been due to 
absorption of toxic degradation products. 

R. van Dam 


MORBID ANATOMY 


139. Persistent “ Insect Bites” (Dermal Eosinophilic 
Granulomas) Simulating Lymphoblastomas, Histiocytoses, 
and Squamous Cell Carcinomas 

A. C. ALLEN. American Journal of Pathology [Amer. 
J. Path.) 24, 367-387, March, 1948. 24 figs., 11 refs. 


Histological study was made of the reactions to the 
bites of ticks, mosquitoes, chiggers (Trombicula irritans), 


and unidentified arthropods. In one-third of the cases 


PATHOLOGY 


epidermal hyperplasia simulated squamous-cell car. 
cinoma; in the remainder there was acanthosis. The 
dermal reaction consisted of a dense infiltration by eosino- 
phils, plasma cells, and hydropic histiocytes; in a few 
cases there were lymphoid follicles or epidermal inclusion 
cysts. Such reactions to bites may persist for at least 
2 years. This picture has been confused with that 
of Hodgkin’s disease, mycosis fungoides, giant follicular 
lymphoblastoma, Spiegler—Fendt sarcoid, atypical lym. 
phoblastoma and so-called eosinophilic granulomata, 
No essential difference in the reaction of the skin to 
different arthropods was noted, except in th> primary 
lesion of scrub typhus, where there was an almost com- 
plete absence of eosinophils in the dermis. The precise 
nature of the exciting agent producing the cutaneous 
reaction is as yet undetermined. C. C. S. Pike 


140. Arterio-venous Anastomoses in the Pulmonary 
Circulation. (O06 aHacTOMOozax 
Mayloro Kpyra 

A.V. Rivkinp. Apxus [latronoruu [Arkh. Patol.] 10, 
No. 3, 24-35, May—June, 1948. 4 figs. 


A detailed description of the histological and physio- 
logical aspects of arterio-venous anastomoses is given, 
followed by a summary of the findings by Hayek and the 
present author of such anastomoses in human lungs. 
In a histological study of lungs in chronic emphysema 
attention was directed to intrapulmonary blood vessels. 
No sclerotic changes were found but many arterio-venous 
anastomoses were present. Similar anastomoses were 
also found in lungs from individuals without any patho- 
logical changes in the respiratory or circulatory system. 
These anastomoses were identified as branches of the 
pulmonary artery. They are localized under the mucous 
membrane of small bronchi between the epithelium and 
the cartilage. 

Arterio-venous anastomoses direct blood from the 
arteries into the veins, by-passing the capillary system. 
Their physiological function is, therefore, the regulation — 
of blood pressure. The direct flow of blood from 
arteries into veins helps the circulation of venous blood 
by moving it towards the heart. The role of arterio- 
venous anastomoses in heat regulation of the body is 
emphasized. 

The author believes that arterio-venous anastomoses 
are more common in human subjects than is generally 
realized, and that they are present in many organs where 
they have not yet been discovered. The difficulty of 
their identification is stressed and it is emphasized that 
they are often confused with sclerotic arteries. 

J. Flaks 


141. Histological Peculiarities of the Stomach Mucosa 
in Various Forms of Diphtheria. (Iucromopdonoruye- 
pa3HEIx dopmax 

B. M. Nikitin. ApxusB Tlatonoruu Patol.) 10, 
No. 3, 67-74, May-June, 1948. 5 figs., 12 refs. 


Thirty stomachs from cases of diphtheria were 
examined 3 to 4 hours after death. In “* toxic diphtheria ”’ 
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causing death after 4 days gastric changes were found 
mainly in the body and fundus, the pylorus being free. 
The epithelium was flattened and contained scanty 
mucus granules. Cells of the gastric glands showed 
pyknosis, lysis of nuclei, and vacuolization of the proto- 
plasm, up to complete destruction of cells. Oedema, 
haemorrhage, and focal infiltration of the subepithelial 
layer of the mucous membrane were often observed. 
The deeper parts of the glands were involved earlier and 
to a greater extent than the superficial layers. Definite 
inflammatory changes were found in the stroma. In 
cases of “ toxic diphtheria”, causing death after 4 to 7 days, 
similar changes were found also in the superficial epi- 
thelium, resulting in the formation of superficial erosions. 
Lymphoid follicles were involved, changes resembling 
those in the follicles of the spleen. Regenerative pro- 
cesses in the fundus glands were observed simultaneously 
with the destructive changes. 

In the early stages of tracheal diphtheria degeneration 
of gastric glands was followed by fibrinous gastritis. 
In cases of diphtheria complicated by circulatory decom- 
pensation the mucous membrane showed oedema and 
haemorrhage. In these cases the gastric glands were 
involved to a lesser degree than in “ toxic diphtheria ”’ 
or tracheal diphtheria. J. Flaks 


142. Allergic Hyperglobulinosis and Hyalinosis (Par- 
amyloidosis) in the Reticulo-endothelial System in Boeck’s 
Sarcoid and Other Conditions. A Morphologic Immunity 
Reaction 

G. Tetum. American Journal of Pathology [Amer. J. 
Path.) 24, 389-407, March, 1948. 10 figs., 22 refs. 


Periarterial fibrosis of the spleen and lymph nodes, 
such as was first described by Libman and Sacks in 
disseminated lupus erythematosus, occurs also in Boeck’s 
sarcoid. It is associated with the increase in y globulin 
‘in the blood which exists in both diseases. The lesion 
is due to the accumulation of hyalin (in concentric rings), 
and results from the precipitation of the abnormal 
globulin. Hyalin (or pre-hyalin) is also found in re- 
lation to the granulomatous foci, and in the early stages 
of its formation may be mistaken for caseous material. 
The abnormal globulin in states of hyperglobulinosis is 
formed by plasma and other cells of the reticulo-endo- 
thelial system, and these cells were often increased in 
the vicinity of the hyalin. _D. M. Pryce 


143. Hyperglobulinemia, Periarterial Fibrosis of the 
Spleen, and the Wire Loop Lesion in Disseminated Lupus 
Erythematosus in Relation to Allergic Pathogenesis 

G. TetLuM. American Journal of Pathology [Amer. J. 
Path.\ 24, 409-427, March, 1948. 8 figs., 27 refs. 


In a previous communication (Abstract 142) the 
author described cases of disseminated lupus erythema- 
tosus with necrotic foci which he considered indicative 
of an allergic pathogenesis. In the present paper he 
maintains that the diffuse lesions (such as the periarterial 
fibrosis of the spleen, and wire-loop lesions of the 
glomeruli) are not the result of widespread degeneration 
of collagen but are due to an infiltration with hyalin. 


He believes that the hyalin is formed by precipitation of 
globulin, which is present in excess. The lesions are not 
specific, but occur in other conditions with hypz2r- 
globulinosis [a term applicable to blood and tissue]. 
He regards the hyperglobulinosis as indicating a state of 
hyperimmunity, and as “ allergic ’’, in the wider use of the 
term. That hyalin is related to the precipitins of im- 
munology, and amyloid merely a special type of hyalin, 
were views originally put forward by Loeschke and by 
Letterer. D. M. Pryce 


CLINICAL PATHOLOGY 


144. The Heat-stabilized Sedimentation Rate. A Few 
Clinical Observations. [In English] 


-K. VANNFALT. Acta Medica Scandinavica {Acta med. 


scand.] 129, 593-607, 1948. 4 refs. 


The heat-stabilization of the erythrocyte sedimentation 
rate in 132 cases, mostly of blood diseases, was deter- 
mined as follows. Plasma from citrated blood was 
divided into two parts, one sample being kept in the 
refrigerator, the other in a thermostat for 6 hours at 
37°C. The cells were then again mixed with the samples, 
and erythrocyte sedimentation rates for 1 hour deter- 
mined by the Westergren method on both. The value for 
the heated sample, subtracted from that for the unheated 
sample and expressed as a percentage of the latter, is 
the stabilization figure. It is suggested that the retarda- 
tion normally produced by heating is due to the formation 
of lysolecithin. The mean stabilization figure in 16 cases 
of untreated pernicious anaemia was 18; in 19 treated 
cases it was 61. In 2 untreated cases the figure was 
high, but the diagnoses were not confirmed by sternal 
puncture. Low stabilization figures were occasionally 
found in conditions other than untreated pernicious 
anaemia. For example, in several cases of acute hepatitis 
figures were low, three giving a negative value (higher 
sedimentation rate in the heated sample). Ina few cases 
of secondary anaemia and leukaemia, and one each of 
aplastic anaemia with bronchopneumonia and malignant 
disease with jaundice, figures were also low. 

Marjorie Le Vay 


145. Effect of Acute Liver Damage on Ac-globulin 
Activity of Plasma 

E. M. Sykes, W. H. SeeGers, and A. G. WARE. Pro- 
ceedings of the Society for Experimental Biology and 
Medicine [Proc. Soc. exp. Biol., N. Y.] 67, 506-507, April, 
1948. 1 fig., 8 refs. 


Dogs were anaesthetized with chloroform for periods 
of 14 to 3 hours, and the prothrombin levels in their 
blood estimated; Owren’s “ factor V ” (called by these 
authors Ac-globulin) was also estimated by a modified 
two-stage prothrombin assay. The blood plasma be- 
came yellow 24 to 48 hours after anaesthesia, although 
no clinical jaundice appeared, and the level of Ac- 
globulin fell precipitously during the next 24 hours from 
100 to 370 units per ml. to low levels of 1 to 3 units per 
ml., returning to normal by the sixth day. The pro- 
thrombin level fell to its minimum between 48 and 
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42 
72 hours after anaesthesia, and returned to normal by 
the tenth day. The period of minimum values was 
accompanied by increased clotting time, haematoma 
formation, and bleeding from venipuncture wounds; 
in the dog anaesthetized for 3 hours fibrinogen was 
absent from the blood on the third day, and the bleeding 
tendency continued throughout the next day. 

G. Discombe 


146. An Electrophoretic Study of the Serum Proteins in 
Scleroderma 

S. A. WALKER and E. P. Benpitr. Proceedings of the 
Society for Experimental Biology and Medicine [Proc. 
Soc. exp. Biol., N. Y.] 67, 504-505, April, 1948. 6 refs. 


In both diffuse and localized scleroderma the serum 
albumin is slightly reduced, and the y-globulin slightly 
increased, suggesting an immunological response. 

G. Discombe 


147. Observations on Cholinesterase. I. New Method 
of Expressing the Activity of the Enzyme. II. Extraction 
from the Red Cells. (Recherches sur la cholinestérase. 
I. Calcul nouveau d’activité enzymatique. II. Extrac- 
tion a partir des hématies) 

G. ARRAGON and E. Sara. Bulletin de la Société de 
Chimie Biologique [Bull. Soc. Chim. biol.| 30, 44-54; 
Jan.—Feb., 1948. 2 figs., 25 refs. 


The usual method of assay of cholinesterase is by 
titration of the acetic acid liberated in 20 minutes at 
37° C. and pH 7-4 from excess acetylcholine by the test 
sample. The result obtained depends on the concentra- 
tion of substrate and the quantity of enzyme added, 
the acid/time curve being linear only for a short region 
near the origin. The authors determine the acid 
liberated at intervals of 1 minute for 5 to 6 minutes (using 
an electrometric method), and calculate the initial 
velocity of the reaction expressed as mg. acetylcholine 
hydrolysed per minute. One unit of esterase hydrolyses 
with an initial velocity of 1 mg. acetylcholine per minute 
at 37° C. and pH 7-4; it is usually convenient to refer to 
units per ml. of serum or per mg. of dry extract. 

Ox red cells are a convenient source of true cholin- 
esterase. By adsorption of the lysed washed cells with 
kieselguhr at pH 5-3, elution with ammonia at pH 8:2, 
readsorption on calcium phosphate at pH 5-3, final 
elution at pH 8:2, and concentration in vacuo, 68°% of the 
Original activity is retained, but is concentrated about 
2,000 times. After lyophile drying 43% of the activity 
is retained.  G. Discombe 


148. On Number and Arrangement of Nuclear Lobes of 
Neutrophils in Diseases of the Liver. [In English] 

G. TOTTERMAN. Acta Medica Scandinavica [Acta med. 
scand.| 130, 371-381, 1948. 15 refs. 


It is well known that in certain conditions, notably 
pernicious anaemia, the enlargement of the erythrocytes 
is associated with an increase in the number of nuclear 
lobes of the neutrophil leucocytes. This investigation 
was carried out to discover whether similar changes in 
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the nuclear lobes accompanied the macrocytosis that has 
been frequently found in acute and chronic liver disease, 
In 40 patients suffering from different liver di 

comprising acute hepatitis (25), cirrhosis (5), carcinoma 
(5), chronic hepatitis (3), and cholelithiasis (2), the 
Arneth count, the mean red cell diameter, and the icterys 
index were calculated; in some, the urine was tested for 
bile pigments, liver function tests were carried out, and 
the prothrombin index was determined. Ten healthy 
subjects were used as controls, all the Arneth counts 
being performed by the same person. Ten patients 
with pernicious anaemia were similarly examined. The 
results showed that in acute hepatitis there was a definite 
increase in the number of nuclear lobes, which was 
greatest 3 to 6 weeks after the onset of the disease. There 
was no such increase in 3 of the cases of cirrhosis, which 
were of the atrophic type without jaundice; but in the 
other 2, with abundant bile pigment in the blood and 
urine, there was polylobation. The diagnosis was in 
doubt in 1 case of carcinomatosis, but in the other 4 
there was no shift to the right of the Arneth count, 
despite the presence of fairly severe jaundice. The only 
case of chronic hepatitis with definite polylobation was 
one in which an acute exacerbation was occurring, while 
only the more recent of the 2 cases of cholelithiasis 
was associated with a transient shift to the right. In 
discussing the origin of the polylobation, the author 
points out that in his series the shift to the right was not 
invariably associated with leucopenia, nor was it related 
to the degree of jaundice, except in the cases of cirrhosis 
and chronic hepatitis; it did not run parallel to the macro- 
cytosis, which was a more constant feature and therefore 
of greater prognostic value than the Arneth count. He 
concludes that polylobation in liver disease is probably 
due to increased activity and ripening of the leucocytes 
after the checking of haematopoiesis by various factors. 

Wilfrid E. Hunt 


149. Osmometric Behaviour of Normal and Abnormal 
Human Erythrocytes 

G. M. Guest. Blood [Blood] 3, 541-555, May, 1948. 
7 figs., 25 refs. 


If erythrocytes behave as perfect osmometers they 
should react to changes in the osmotic pressure in the 
surrounding fluid by the transfer of water alone, and 
haemolysis should occur when the cells have increased to 
their volume as spheres. To discover whether such a 
reaction occurred, heparinized blood from 24 normal 
subjects of different ages, and from patients with various 
types of anaemia, was mixed in Van Allen haematocrit 
tubes with a series of saline solutions having the usual 
range of tonicity from 0-9 to0-35%. After centrifuging, 
the haemoglobin content of the supernatant fluid was 
compared with that of a separate sample of blood, to give 
the percentage degree of haemolysis at each strength of 
saline. The cell volume, determined by haematocrit 
measurement and cell count, was expressed as a per- 
centage of the total cell volume found in the 0-9% 
solution. This figure, after correction for the haemo- 
lysis occurring at each strength, represented the true 
volume, or swelling, of the cells remaining intact after 
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haemolysis. The ratio of this to the expected osmometric 
yolume, as calculated by Ponder’s formula, was deter- 
mined; this, the “‘R value”, should be 1-0 if the cells 
behaved as perfect osmometers. Further, by measuring 
the mean surface area, the expected maximal volume of 
the cells as spheres was calculated, and expressed as a 
percentage of their original volume. 

In normal subjects the swelling of the cells followed 
closely the expected osmometric volume, reaching exactly. 
the expected maximal volume of 170 to 175% at a saline 
concentration of 0-425%; the R value was 1-0 within 
the limits of experimental error. In 10 cases of con- 
genital haemolytic jaundice the R value was again 1-0, 
the cells attaining the expected maximal volume of 152% 
in 0:-45% saline, haemolysis having started in 0°8% 
saline. In 3 of the 6 patients with hypochromic anaemia, 
the cells again behaved as perfect osmometers, and the 
predicted maximal volume, although unusually high 
(199%), was reached by the cells before haemolysis 
occurred. The cells in 3 cases of sickle-cell anaemia, in 
1 case of Cooley’s anaemia, and in 1 of pernicious 
anaemia, all behaved as imperfect osmometers, the 
swelling at each concentration of saline being less 
than the expected value, and the maximal volume in 
2 cases being much less than the predicted maximal 
volume. The similar osmotic behaviour of normal 
cells, the large spherocytes of congenital icterus, and the 
small thin cells of hypochromic anaemia, indicates that 
the apparent difference in fragility is due not to any 
abnormality of the surface membrane but to the different 
maximal volumes that can be attained before haemolysis 
occurs, owing to the initial differences in the sizes of the 
cells. The decreased fragility of the erythrocytes of 
Cooley’s anaemia—very thin cells with large diameter— 
is due to the great swelling that can occur before haemo- 
lysis (220%) and to their behaviour as imperfect osmo- 
meters, imbibing less water than expected at each con- 
centration of saline. The author suggests various factors 
that may account for this behaviour, such as the escape 
of salts from the cells during swelling, or the presence of 
water bound to haemoglobin and so not transferable by 
osmosis. Wilfrid E. Hunt 


150. Coagulation of Blood and Precipitation of Fibrin. 
(Blutgerinnung und Fibrinausscheidung) 
M. HorAnyt. Schweizerische Medizinische 
schrift [Schweiz. med. Wschr.| 78, 467-468, May 15, 1948. 
refs. 


Wochen- 


Stimulated by his observation that blood plasma coagu- 
lates much more quickly under the influence of atmo- 
spheric air than in corked glasses, the author made 
some determinations of the rate at which precipitation of 
fibrin occurs in plasma from normal persons and various 
patients. Blood taken from the cubital vein was poured 
into a glass treated with “ celloidin’’ to prevent dis- 
integration of the platelets. After centrifugation, 1 ml. 
of plasma was placed in each of 5 corked glass tubes. 
After 60 minutes the precipitated fibrin in the first tube 
was removed with a glass rod and weighed. The pro- 
cedure was repeated every 20 minutes in successive 
tubes. The total amount of fibrin in the plasma was 


- 


determined in every case, and the amounts of preci- 
pitated fibrin in the 5 tubes from each subject were 
expressed as a percentage of the total amount. It was 
shown that no parallelism existed between the amounts 
of fibrin in plasma and the rate of precipitation of fibrin. 
The lowest rate found was in a patient suffering from 
thrombopenic purpura. After 140 minutes only 60% 
of the total amount of fibrin had been precipitated, while 
that of normal persons was completely precipitated in 
100 minutes. The total amounts of fibrin were equal in 
normal subjects and in the patient in question. 
L. C. Grandjean 


151. Further Studies on the Weltmann Serum Coagula- 
tion Reaction 

L. H. SteGet and M. Kraemer. Journal of Laboratory 
and Clinical Medicine [J. Lab. clin. Med.] 33, 618-623, 
May, 1948. 11 refs. 


' Kraemer has continued -his investigations (previously 
reported in Amer. J. digest. Dis., 1942, 9, 129) with the 


- simple Weltmann test, and has applied it to more than 


3,000 patients, mainly with gastro-intestinal symptoms. 
He has reduced the number of tubes from 10 to 6, and 
has confirmed that a shift to the left indicates an exudative 
or inflammatory lesion, whilst a shift to the right is 
associated with fibrosis. A sudden change in. the 
Weltmann reaction accompanied the development of a 
pleural effusion due to metastatic carcinoma. A positive 
result is considered to be of more diagnostic value than 
an increase in the erythrocyte sedimentation rate. 
E. T. Ruston 


152. Electrophoretic Study of the Blood Serum from 
Lymphogranulomatous Patients 

A. Rorttino, D. SucHorr, and K. G. STERN. Journal of 
Laboratory and Clinical Medicine {J. Lab. clin. Med. 33, 
624-634, May, 1948. 4 figs., 8 refs. 


Thirty-three sera from 27 patients at St. Vincent’s 
Hospital, New York, with Hodgkin’s disease—confirmed 
by biopsy—were examined after dialysis against sodium 
barbitone-barbituric acid buffer solution. No charac- 
teristic diagram was obtained, but in 11 sera from ad-. 
vanced cases there was a significant increase in «-globulin 
and an albumin-globulin ratio below unity. All these 
patients were bedridden and febrile and died within 
3 months. In 10 sera there was an increase of y-globulin, 
but in all the others the pattern was normal. : 

E. T. Ruston 


153. Presence and Significance of Desoxyribose Nucleo- 
protein in the Purulent Pleural Exudates of Patients 

S. SHerry, W. S. Tittett, and L. R. CHRISTENSEN. 
Proceedings of the Society for Experimental Biology and 
Medicine [Proc. Soc. exp. Biol., N. Y.| 68, 179-184, May, 
1948. 4 figs., 5 refs. : 


The sediment from the exudate in 2 cases of purulent 
empyema due to mixed infections following tuberculosis 
was treated as follows. The specimens, adjusted to 
neutral pH, were washed with normal saline and then 
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extracted with 1 M sodium chloride. The supernatant 
portion became viscid and opalescent. The addition of 
6 volumes of distilled water to the sodium chloride extract 
resulted in the immediate appearance of a heavy fibrous 
precipitate, which redissolved in 1 M sodium chloride 
and reprecipitated in a 0-14 M solution. Material ob- 
tained after 6 reprecipitations was shown to contain 
nitrogen and phosphorus, and to give a positive biuret 
reaction. After acid hydrolysis, positive purine and 
Molisch tests were obtained. 

A similar analysis yielding identical results was carried 
out on 10 samples of pleural exudates obtained from 
patients with pulmonary infections of different aetiologies. 
It was apparent, therefore, that the material derived from 
the specimens was not a product of the organisms but 
resulted from the inflammatory reaction. Estimations 
of the quantity of nucleoprotein were carried out on 3 
specimens. From the dry weight.and nitrogen content 
of the total sediment and of the isolated nucleoprotein, 
it was found that the latter comprised 30 to 70% of the 
total solids and contained 26 to 50% of the nitrogen. 

Nucleic acid was isolated from the nucleoprotein as 
follows. Three different samples of purulent sediment 
were extracted with 1 M salt solution after washing with 
normal saline. The viscid supernatant portions were 
centrifuged clear of debris and the nucleoprotein was 
precipitated by addition of 6 volumes of distilled water. 
After several reprecipitations the precipitate was finally 
dissolved in alkalinized M NaCl, and protein removed 
by shaking with a chloroform and octyl alcohol mixture 
(4: 1) followed by centrifuging. After about 8 such 
shakings, and when no more precipitate formed on 
2 successive treatments, the supernatant was neutralized 
and added to 2 volumes of alcohol. The precipitate 
which formed overnight was dried with ether. The 
powdef thus obtained was identified as'a desoxyribose 
nucleic acid. These findings were compatible with the 
appearances obtained when the exudates were stained 
by the Feulgen technique. Such preparations showed 
abundant nucleoprotein. R. B. Lucas 


154. Protein Fractions in the Cerebrospinal Fluid. (Le 
frazioni proteiche del liquido cefalo-rachidiano) 
G. A. Buscatno. Acta ‘Neurologica [Acta neurol., 
Napoli] 3, 297-319, 1948. 48 refs. 


The author studied in 126 patients the protein content of 
the cerebrospinal fluid (C.S.F.) and its components, using 
. the method of Ujsaghy. In 10 normal cases the following 
were average values: total protein content 21:77 mg. 
per 100 ml.; albumin 15-99 mg. per 100 ml.; total 
globulin 5-78, pseudoglobulin 4-48, euglobulin 1-3 mg. 
per 100 ml.; albumin-globulin ratio 0-36; euglobulin- 
pseudoglobulin ratio 0-29. No fibrinogen was found. 

The most striking changes were found in cases of 
neurosyphilis; fibrinogen was present in the C.S.F., 
with inversion of the albumin—globulin ratio and inversion 
of the euglobulin—pseudoglobulin ratio. These changes 
were due to an increase in the globulin, and especially 
in euglobulin. Patients who had a history of syphilitic 
infection without nervous manifestations also had an 
increased euglobulin-pseudoglobulin ratio. In cases 
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of acute or chronic nervous disease all fractions of 
protein were increased, fibrinogen appeared in the C.S.F. 
and the euglobulin—-pseudoglobulin ratio was increased, 
Inversion of the euglobulin—pseudoglobulin ratio, found 
in cases of cerebral tumour, is in the author's opinion 
difficult to explain. F. K. Kessel 


155. The Thymol Turbidity Test in Various Diseases 
H. B. STILLERMAN. Journal of Laboratory and Clinical 
Medicine [J. Lab. clin. Med.| 33, 565-572, May, 1948. 
1 fig., 20 refs. 


The author reports a series of thymol turbidity tests 
carried out one or more times on 567 persons, the modified 
technique of Shank and Hoagland (J. biol. Chem., 1946, 
162, 133) being used, and those sera showing 5 or more 
units being classified as abnormal. Of sera taken from 
members of the medical and nursing staffs as controls, 
8% also gave positive results, ranging between 5 and 
9-5 units. Turbidity indicates an abnormality in the 
globulin fraction of the serum protein which may be 
present apart from liver dysfunction. The test is more 
sensitive than the cephalin flocculation test in cases of 
infective hepatitis, cirrhosis of the liver, and lympho- 
granuloma venereum. It is of value in recording the 
progress of infective hepatitis, and supplies suggestive 
evidence of liver damage in rheumatoid arthritis (14 out 
of 17 sera gave a positive result). E. T. Ruston 


156. Influence of the Liver on the Constitution of Lipid- 
protein Complexes in Serum. (L’influence du foie sur 
la constitution des lipoprotéines sériques) 

F. Reust. Helvetica Medica Acta [Helv. med. Acta] 
15, 262-280, June, 1948. 29 refs. 


The proportion of serum lipoids extracted in | hour 
by ether at room temperature was compared with that 
extracted by Bloor’s 3: 1 alcohol—-ether mixture at its 
boiling point. Serum was obtained from normal sub- 
jects, and patients suffering from a variety of diseases 
including liver disease. Cholesterol, phosphatides, and 
fatty acids not forming part of a phospholipin were 
determined quantitatively. 

In normal serum 6 to 14°% of cholesterol, less than 
5% of phosphatides, and less than 20% of fatty acids 
were extracted; similar results were obtained in diabetes, 
chronic nephritis, amyloidosis, and 3 cases of hepatic 
cirrhosis. If lipaemia is marked, up to 35% cholesterol 
and 40% fatty acid is extractable, and in acute yellow 
atrophy the amounts rose to 44°% cholesterol and 90% 
fatty acid. In 1 case of primary hepatic cell carcinoma, 
1 of biliary cirrhosis, and 1 of obstructive jaundice from 
carcinoma of the bile duct, all 3 fractions were readily 
extracted to the extent of over 60°%. It appears possible 
that the extractability of phosphatides may prove a 
useful test for the differential diagnosis of jaundice. A 
rapid test for extractability of phosphatide is to shake 
3 ml. serum with 75 ml. ether for an hour, then to con- 
centrate 25 ml. ethereal extract to 2 ml. on the water- 
bath, and add 7 ml. pure acetone. If opalescence or 
turbidity develops, the test is positive. 

G. Discombe 


ssible 
a 
p. A 
shake 
con- 
vater- 
ce or 


nbe 


Microbiology 


VIRUSES 


157. Rift Valley Fever. 
Wild Mosquitoes 

K. C. SMITHBURN, A. J. Happow, and J. D. GILLET. 
British Journal of Experimental Pathology (Brit. J. exp. 
Path.] 29, 107~121, April, 1948. 9 refs. 


During an investigation into the epidemiology of 
yellow fever in forest areas without human inhabitants, 
large numbers of mosquitoes were captured and suspen- 
sions of them inoculated into mice and monkeys. 


Isolation of the Virus from 


- Although the virus of yellow fever was more particularly 


the object of these studies, six strains of Rift Valley-fever 
virus were also isolated. 

The mosquitoes were caught in primeval forest at 
Mongiro, Bwamba County, Toro District in Western 
Uganda. The catches were sorted into species and 
groups, and after trituration in 10% normal horse- 
serum saline and centrifugation at 3,000 revolutions per 
minute in an angle centrifuge they were injected intra- 
cerebrally into mice. Inocula, filtered through a Seitz 
E.K. disk, were also employed. In addition, filtered and 
unfiltered suspension was inoculated subcutaneously 
into Rhesus monkeys. Rift Valley-fever virus was iso- 
lated by this method on six occasions from mosquitoes 
caught during April and May, 1944. They were obtained 
from: (1) two batches of Aédes tarsalis Newst. group, 
which at Mongiro is apparently made up of equal 
numbers of A. tarsalis Newst. and A. albocephalus Theo., 
the females of which cannot be distinguished reliably in 
life; (2) one batch of A. (Stegomyia) de-boeri sub-species 
(ssp.) de-meilloni, which for reasons given in the text has 
not yet been worked out fully, but which may be a new 
sub-species or even a new species; (3) three batches of 
Eretmapodites ssp. containing specimens of E. chryso- 
gaster Graham group, E. inornatus Newst. group, E. 
ferox, and E. leucopus ssp. productus Edw. Suspensions 
from other species, too numerous to mention, failed to 
yield the virus. There was evidence that the principal 
vector was one or more of the species making up the 
Eretmapodites ssp. group, because the virus isolated in 
these catches had a short incubation period in the initial 
passages and was readily recoverable from Seitz filtrates 
of mosquito suspension. Though twice isolated from 
the A. tarsalis group, it was absent from another lot of 
6,647 mosquitoes in another catch, nor was it isolated 
from Seitz-filtered material. Material from A. de- 
boeri ssp. de-meilloni also failed to infect after Seitz 
filtration, and only the second of three catches ‘yates 
virus. 

Neutralization tests carried out with the strains iso- 
lated and the serum from convalescent human beings and 
monkeys and immune ox serum showed that neutralizing 
antibody in high titre appeared after infection. The 
serum of monkeys infected with two of the strains neutral- 
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ized all six of the strains isolated. Further epidemio- 
logical investigations indicated: (1) That suspensions 
of mosquitoes of species other than those enumerated 
above failed to produce recognizable infection in the 
monkeys, nor did virus-neutralizing antibody appear in 
the serum of the monkeys withdrawn 35 days after 
inoculation. It is therefore improbable that other 
species of mosquito are responsible. (2) The sera of 
the 25 African youths who collected the mosquitoes, of 
20 adults and 20 children from the Semliki plains adjoin- 
ing the Mongiro area from which the infected mosquitoes 
came, of 89 human beings (44 adults and 45 children) 
resident in Bwamba and of 40 adults in Old Entebbe 
were tested for protective antibody. They were all 
negative except those of 2 persons in Bwamba. (3) The 
sera of 72 wild monkeys belonging to 9 species taken in 
Bwamba before and after the period of activity of the 
virus in Mongiro and of 2 non-immune Rhesus monkeys 
stationed as sentinels at Mongiro were all without neutral- 
izing antibody for the virus. The sera of a red forest 
buffalo and of a waterbuck, shot in 1946 near Mongiro, 
were also negative. There is therefore evidence that 
mosquitoes living in a forest area devoid of human 
inhabitants may, during certain periods of the year, 
carry the virus of Rift Valley fever. R. Hare 


158. Hemolysis of Human Red Cells by Saponin Follow- 
ing Viral Action 

B. A. Briopy. Science [Science] 107, 450-451, April 30, 
1948. 6 refs. 


Influenza virus is adsorbed by receptors present in the 
red cells of human beings. It may also be eluted, pro- 
bably by inactivation of the receptors by means of an 
enzyme secreted by the virus particles. It is therefore 
probable that the surface of the cells is altered so that 
the resistance of such cells to haemolysis by saponin 
and hypotonic saline may be different from that of 
normal cells. This question was investigated. Packed 
human red cells of Group O were incubated at 37° C. for 
2 hours with allantoic fluid containing swine influenza 
virus. The cells were washed with saline, and then 
treated with ferret antiswine influenza serum for 15 
minutes at room temperature to inactivate the virus. 
They were washed twice with saline and made up to 4% 
suspension in saline. The speed of haemolysis, resulting 
when an equal quantity of 1 in 15,000 saponin was 
added and the mixtures were allowed to stand at room 
temperature for 10, 20, or 30 minutes, was then measured 
by estimating the strength of the released haemoglobin 
in a photoelectric colorimeter. These readings were 
compared with those obtained with controls in which 
saponin was added to: (1) cells similarly treated with 
non-infected allantoic fluid, or (2) cells with adsorbed 
virus but which had not been treated with the antiserum. 
There was no significant difference between the two 
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control types of cell, but there was a measurable increase 
in resistance to haemolysis by cells which had lost their 
virus receptors as a result of action by the receptor- 
destroying enzyme. 

In a similar type of experiment the resistance to haemo- 
lysis by saponin of red cells whose receptors had been 
inactivated by mucinase derived from Vibrio cholerae 
was also investigated. Here again there was an increase 
in the time taken to haemolyse in the presence of saponin. 
This is put forward as additional evidence that the virus 
receptors on the red cells are acted on by an enzyme 
common to both influenza virus and cholera. On the 
other hand, cells modified by the action of virus or cholera 
filtrates show no change in resistance to haemolysis by 
hypotonic saline solution, whereas trypsin, at a dilution 
of 1 in 100, haemolyses cells whose receptors have been 
removed more readily than it haemolyses normal cells. 

R. Hare 


159. Recovery of Pneumoencephalitis (Newcastle) Virus 
from the Air of Poultry Houses Containing Infected 
Birds 

P. D. DeLay, K. B. DeOme, and R. A. BANKOWSKI. 
Science [Science] 107, 474-475, May 7, 1948. 4 refs. 


Air samples were taken from 2 poultry houses, each 
18x32 ft. (5-4x9-7 m.), in which 280 and 335 birds 
infected with pneumo-encephalitis virus were housed. 
In 1 house 540 litres and in a second house 1,080 litres 
of air were drawn through allantoic fluid from normal 
10-day-old chick embryos by means of the atomizer 
described by DeOme et al. (Amer. J. Hyg., 1944, 40, 
239). The samples were treated with 10,000 units of 
penicillin and 24,000 units of streptomycin per ml. of 
inoculum at 9° C. for 4 hours. Of 15 chick embryos, 11 
days old, injected with 0-2 ml. of the fluid from the first 
house 13 died at a mean age of 6-5 days. The sample 
from the second house gave similar results. The virus 
recovered in this way received 3 passages in eggs. 
Chickens inoculated with this passage material developed 
symptoms of pneumo-encephalitis with typical lesions on 
post-mortem examination. Four normal chickens were 
exposed to the air of the houses and respiratory symptoms 
were observed on the sixth day. They recovered and were 
found to be resistant when tested on the fifteenth day 
with living pneumo-encephalitis virus. 

These experiments demonstrate the fact that this 
disease may be transmitted by means of air-borne virus, 
although no investigations appear to have been made as 
to how the virus actually reached the air. R. Hare 


160. Interference Between Human Pneumonitis Virus 
and Psittacosis Virus ; 
O. J. Go.us and J. C. WAGNER. Journal of Bacteriology 
[J. Bact.] 55, 627-636, May, 1948. 9 refs. 


Interference could be demonstrated in mice between 
the viruses of human pneumonitis (atypical pneumonia) 
and psittacosis. Pneumonitis virus was given intra- 
peritoneally, a procedure which does not usually cause 
specific death, and a stock preparation of psittacosis 
virus was titrated intracerebrally in the same mice after 


an interval varying from | hour to 6 days, and also jp 
untreated mice. When the LD 50 for the psittacogig 
infection in mice receiving pneumonitis virus was ob. 
served and compared with that found in normal Mice, 
a reduction was noted due to the occurrence of inter. 
ference, resulting in protection against at least 100 LD 59 
of psittacosis virus. The occurrence of a carrier state ip 
mice inoculated with pneumonitis was investigated by 
the intracerebral passage of spleen suspensions; virys 
was found 6 days after inoculation but not after 13 or 
20 days. At 20 days there was no evidence of any 
pronounced degree of cross-immunity on intracerebral 
challenge with psittacosis virus. The interference experi- 
ments were repeated, the psittacosis virus being given 
intracerebrally. 

Slight resistance to psittacosis was noted when the 
virus was given 10 and 21 days after the initial intra. 
peritoneal injection of pneumonitis virus. At this time 
pneumonitis virus has practically disappeared from the 
brain, whereas at 3 days, when pneumonitis virus is stil] 
present in the brain, no interference was noted. The 
intracerebral inoculation of pneumonitis virus into 
immunized mice did not interfere with the growth of 
psittacosis virus given subsequently, showing that the 
mere presence of living virus is insufficient to cause 
interference. [This is in accord with the supposition 
that interference is due to competition for key enzymes 
or substrates, since it would be reasonable to suppose 
that such competition occurs only when a virus is actively 
proliferating, and not when a virus is merely persisting 
in a tissue without carrying out metabolic activities.] 

D. J. Bauer 


161. Studies on the Toxicity of Influenzal Viruses, 
Ill. Immunization of Mice against the Toxic Activity of 
Influenzal Viruses. A New Potency Test for the Assay 
of Vaccines of Influenzal Virus 

W. HENLE and G. HENLE. Journal of Immunology [J. 
Immunol.] 59, 45-58, May, 1948. 4 figs., 13 refs. 


As a result of experiments a new potency test for 
influenza virus vaccines is suggested. Groups of 8 to 
10 mice, of 1 strain and uniform age and weight (about 
4 weeks old at the beginning of the test), are vaccinated 
respectively with one of several ten-fold dilutions of 
vaccine starting at 1: 100. After 7 days the mice are 
given an intravenous injection of allantoic fluid con- 
taining between 2 and 3 LD 50 of the virus. Mice dying 
within 5 days are examined post mortem and the lesions 
recorded. The dose of vaccine protecting 50% of the 
injected mice is calculated by the method of Reed and 
Muench. 

A control vaccine is also tested in parallel; a satis- 
factory test vaccine is expected to give values better 
than log 0-5 below the standard vaccine (in other words, 
the volume of vaccine required to produce the same effect 
as the control vaccine must not be more than twice the 
amount of control vaccine used). No difference could 
be shown between the results of intravenous injection and 
intranasal instillation, and the former method is chosen 
because it is more certain, more uniform, and takes less 
time. C. L. Oakley 


also in 
'tacosis 
‘as Ob- 
| mice, 
inter. 
LD 
state in 
ted by 
Virus 
13 of 
of any 
erebral 
experi- 
given 


en the 
intra- 
is time 
m the 
is still 
. The 
into 
wth of 
at the 
cause 
osition 
iZymes 
Ippose 
ctively 
sisting 
auer 


VIRUSES 47 


162. Lymphocytopenia in Rabbits Following Intravenous 
ion of Infiuenzal Virus : 

s, Harris and W. HENLE. Journal of Immunology [J. 

Immunol.) 59, 9-20, May, 1948. 5 figs., 33 refs. 


Intravenous injection of ailantoic fluid infected with 
influenza virus types A or B into rabbits weighing 3 to 
4 |b. (1:3 to 1-8 kg.) leads within 3 hours to a reduction 
of circulating lymphocytes to about 30% of their number 
before injection. This effect is still produced by virus 
suspensions irradiated with ultraviolet light till non- 
infective, and is neutralized specifically by type-specific 
rabbit immune sera; it cannot be separated from the 
virus particles by centrifugation. Lymphocytopenia of 
similar character was also produced by intravenous 
injection of mumps virus, rough pneumococci, and 
streptococcal nucleoproteins. Normal allantoic fluid, 
normal horse blood, and immune and normal rabbit sera 
had no effect. The granulocytes of animals injected with 
influenza virus showed no diminution of their phago- 
cytic capacity. Animals immunized against dysentery 
and sheep erythrocytes showed no increase in antibody 
after injection of influenza virus. C. L. Oakley 


163. The Inactivation of Biologically Active Proteins, 
and the Virus of Western Equine Encephalomyelitis by 
Periodic Acid 

W. F. P. K. and A. C. SAENZ. Journal 
of Experimental Medicine {J. exp. Med.) 87, 445-455, 
May 1, 1948. 3 figs., 17 refs. 


Periodic acid has been extensively used as an oxidizing 
agent in the study of the structure of carbohydrate and 
steroid derivatives. This paper reports instances of the 
alterations in the properties of proteins produced by it. 
Periodate produced gradual inactivation of a crystalline 
preparation of ribonuclease, complete in 24 hours. A 
preparation of serum antibody (anti-pneumococcus 
Type IIIf) was similarly inactivated. The inactivated 
immune globulin had an altered absorption spectrum, but 
its antigenicity was not affected. These findings suggest 
that treatment with periodate, although producing 
considerable chemical alteration, did not denature the 
protein. 

The virus of Western equine encephalomyelitis rapidly 
lost its pathogenicity by treatment with periodate. Un- 
like the immune globulin, the inactivated virus had lost 
its antigenicity and no longer induced active or passive 
immunity. D. G. ff. Edward 


164. The Effect of Polysaccharides on the Reaction 
Between Erythrocytes and- Viruses, with Particular 
Reference to Mumps Virus 

H. S. GinsBerGc, W. F. GoeBeLt, and-F. L. HorsFALt. 
Journal of Experimental Medicine [J. exp. Med.) 87, 411- 
424, May 1, 1948. 3 figs., 10 refs. 


‘Treatment of mumps virus with the capsular poly- 


saccharide of Friedlander’s bacillus type B did not 
affect its ability to cause haemagglutination, except when 


dilutions of virus were left in contact with polysaccharide 
for some hours. Under these latter conditions alkali- 


treated polysaccharide, although incapable of inhibiting 
multiplication of virus in vivo, also reduced the haem- 
agglutination titre. 

Chicken erythrocytes after treatment with polysac- 
charide were not agglutinated by mumps or influenza B 
viruses and were agglutinated to a lower titre by influenza 
A and Newcastle viruses. Similar treatment of mouse 
erythrocytes did not affect haemagglutination by the 
pneumonia virus of mice. Treated chicken erythrocytes 
no longer adsorbed mumps virus, but their ability to 
adsorb influenza A and B viruses was not affected 
although they were less agglutinable. The capsular 
polysaccharide of Friedlander’s bacillus type C did not 
affect the agglutinability of erythrocytes by mumps virus. 
Treatment of the cells of the allantoic sac of the living 
chick embryo with polysaccharide did not affect their 
power to adsorb mumps virus. When ribonucleic acid 
was added to a preparation of polysaccharide the latter 
no longer abolished haemagglutination. Ribonucleic 
acid could not restore the agglutinability of erythrocytes 
once they had been treated and did not affect the ability 
of polysaccharide to inhibit multiplication of virus in vivo. 

The results show that the ability of certain polysac- 
charides to inhibit multiplication of viruses in vivo is not 
correlated with their power of inhibiting haemagglutina- 
tion in vitro. D. G. ff. Edward 


165. The Inhibitory Effect of Polysaccharide on Mumps 
Virus Multiplication 
H. S. GrnsBerG, W. F. GoeBet, and F. L. HOrRsFALL. 
Journal of Experimental Medicine [J. exp. Med.] 87, 
385-410, May 1, 1948. 4 figs., 37 refs. 


The capsular polysaccharide of Friedlander’s bacillus 
type B causes marked inhibition of multiplication of 
mumps virus in the allantoic sac of the chick embryo. 
When the polysaccharide was injected 3 hours before or 
after the inoculation of virus the susceptibility of the 
embryos to infection was reduced a hundred-fold, even 
when 104 embryo infectious doses (EID) of virus were 
used in the inoculum. Treated eggs contained lower 
concentrations of virus, as measured by haemagglutina- 
tion and infectivity titres. In preliminary experiments 
haemagglutination had been shown to afford a satis- 
factory method for titrating virus, the end-points being 
reproducible under standard conditions. It appeared 
that haemagglutination was caused by the virus particles 
themselves, because infectivity and haemagglutination 
titres increased proportionately in embryos after infection 
and both were similarly affected by high-speed centrifuga- 
tion. As little as 5 yg. of polysaccharide significantly 
inhibited multiplication. The effect of the polysac- 
charide was the same whether it was administered 3 hours 
before, or up to 48 hours after, inoculation of virus. 
After 48 hours its effect diminished more and more; it 
only tended to inhibit further multiplication of virus, 
there being at that time considerable amounts of virus 
already present in the allantoic fluid. Polysaccharide had 
no action on virus in vitro. ; ; 

The capsular polysaccharide of. Friedlander’s bacillus 
of types A, B, and C inhibited multiplication of both 
mumps virus and the pneumonia virus of mice, but 
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various other polysaccharides which were effective against 
the latter virus did not inhibit mumps virus. The cap- 
sular polysaccharide of pneumococcus type II, although 
related serologically to that of Friedlander’s type B, did 
not inhibit either virus and did not block the inhibitory 
effect of Friedlander’s bacillus polysaccharide. The 
independence of biological and immunological activities 
was also demonstrated in another way. Treatment 
of Friedlander’s bacillus polysaccharide with periodic 
acid destroyed its serological activity but did not affect 
its power to inhibit virus. On the other hand its bio- 
logical properties were destroyed without affecting its 
serological activity by treatment with alkali. Activity 
of a preparation of the polysaccharide was retained 
intact after further purification. There was no effect 
on the multiplication of influenza A and B and Newcastle 
viruses. 

The polysaccharide does not block the receptors on 
the cells but possibly blocks a metabolic change in the 
cells necessary for the multiplication of the virus. 

D. G. ff. Edward 
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166. Streptococcal Desoxyribonuclease: Significance in 
Lysis of Purulent Exudates and Production by Strains of 
Hemolytic Streptococci 

W. S. Tictett, S. SHerRy, and L. R. CHRISTENSEN. 
Proceedings of the Society for Experimental Biology and 
Medicine [Proc. Soc. exp. Biol., N.Y.] 68, 184-188, 
May, 1948. 4 figs., 6 refs. 


Haemolytic streptococci produce as they grow a 
potent desoxyribonuclease. The effect of adding strepto- 
coccal preparations to purulent exudates, therefore, is 
due to the action of this enzyme on the desoxyribose 
nucleoprotein, which is contained in considerable quanti- 
ties in such exudates (see Abstract 153), as well as to the 
action of streptococcal fibrinolysin on the fibrin of the 
exudate. 

The effects were demonstrated by adding to tubes con- 
taining the sediment of pus from a case of pneumococcal 
pneumonia: (1) beef desoxyribonuclease, and (2) the 
concentrated filtrate from large-volume broth cultures 
of haemolytic streptococci. In each case there was a 
rapid thinning of the specimen and breaking up of the 
mucoid coagulum. Since the preparation of strepto- 
coccal origin contained at least 2 enzymatic elements the 
reduction of the sediment in the tube to which this was 
added was greater than that in the tube to which the 
beef desoxyribonuclease was added. When the two 
preparations were added to tubes containing desoxyribose 
nucleoprotein derived from a purulent exudate, lysis was 
complete in both tubes, since no fibrin was present in the 
specimen. 

Twenty-two strains of streptococci were tested for 
production of desoxyribonuclease. Five ml. of a 1% 
solution of a highly purified desoxyribose nucleic acid 
(calf thymus) in M/40 barbital buffer (pH 7-4) was placed 
in an Ostwald viscosimeter. Preliminary readings of 
viscosity were made in a water-bath at 37° C. for approxi- 
mately 15 minutes until constant rates of flow were 


obtained. Then 1 ml. of an 18-hour broth culture of the 
test strain was added and mixed. Readings were then 
made at 2, 5, 10, and 15 minutes. All the group 4 
strains tested were desoxyribonuclease producers while 
the viridans strains and pneumococci were negative. 

. R. B. Lucas 


167. Effect of Penicillin on Certain Intestinal Rod. 
Shaped Bacteria. Penicillinase Production in Proteys 
morgani. [In English] 

O. LAHELLE. Acta Pathologica et Microbiologica 
Scandinavica [Acta path. microbiol. scand.| 25, 444-45, 
1948. 19 refs. 


Ten strains of Proteus vulgaris, 10 of P. morgani, 23 of 
Bacterium coli, and 10 of coliform bacteria were examined 
for penicillin sensitivity. P. vulgaris was relatively 
sensitive, P. morgani highly resistant, and Bact. coli and 
the coliform organisms were intermediate. The size of 
the inoculum is very important in testing penicillin 
resistance of P. morgani, but not of P. vulgaris or Bact, 
coli. This is not necessarily due to penicillinase produc- 
tion by P. morgani, for though Bact. coli forms penicil- 
linase in abundance, size of inoculum makes no difference 
to the estimate of its penicillin resistance. P. morgani 
gives rise to mutants varying considerably in their power 
to produce penicillinase. C. L. Oakley 


168. Concentration, Partial Purification, Properties, 
and Nature of Staphylocoagulase 

M. TaGerR. Yale Journal of Biology and Medicine [Yale 
J. Biol. Med.) 20, 487-501, May, 1948. 15 refs. 


Staphylocoagulase was purified and concentrated 
300-fold by precipitation with acetate buffer at a pH of 
3-8 to4-0, and further precipitation by alcohol and separa- 
tion of impurities by ammonium sulphate. This purified 
coagulase was shown electrophoretically to consist of 
two components; it was thermolabile, rendered stable 
in an acid medium or by addition of cysteine and peptone, 
but rapidly destroyed by ascorbic acid and hydrogen 
peroxide. Evidence is adduced which suggests that 
coagulase is not particulate but has a small protein 
molecule, and is very likely an enzyme. Concentrated 
preparations clotted plasma in 3 to 4 seconds (at 37° C.), 
while large doses, injected intravenously into rabbits, 
caused rapid death. R. Salm 


169. Experiments on Active and Passive Permeability of 
Bacillus coli communis. [In English] 

S. L. Orskov. Acta Pathologica et Microbiologica 
Scandinavica [Acta path. microbiol. scand.| 25, 277-283, 
1948. 16 refs. 


The literature on the permeability of bacteria to” 
hypertonic solutions is extremely scanty. Three methods 
were used in the present investigations: (1) suspension 
of bacteria in coverslip and slide preparations; (2) an 
apparatus for continued examination of suspensions; 
(3) a photo-electric method, the principle of which is 
that plasmolysed bacteria do not transmit light so well. 
When such hypertonic solutions as alcohol, glycerol, 
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hexamethylenetetramine, and antipyrine are added to 
concentrated suspensions of Bacterium coli they permeate 
so fast that no plasmolysis occurs. When urea and 
malonamide are used, ‘* deplasmolysis ” occurs in 1 to 
2 minutes and 6 to 8 minutes respectively. In hypertonic 
solutions of glucose, fructose, and mannite deplasmolysis 
occurs slowly when the bacilli are suspended in 0-9% 
sodium chloride, but if potassium is added to the suspen- 
sion deplasmolysis occurs in a few minutes. Even when 
bacilli are mixed with hypertonic saline solutions (5 to 
6%) the plasmolysis disappears after a few minutes 
from many of the organisms if glucose is added to the 
solution. The author concludes that potassium absorp- 
tion is an active process, which greatly affects deplasmo- 
lysis, and that the concentration of potassium in the cells 
is always much higher than the concentration in the fluid 
outside the cells. J. Smith 


170. Variation Occurring in Group A_ Streptococci 
During Human Infection. Progressive Loss of M 
Substance Correlated with Increasing Susceptibility to 
Bacteriostasis 

S. ROTHBARD and R. F. Watson. Journal of Experi- 
mental Medicine [J. exp. Med.| 87, 521-533, June 1, 
1948. 17 refs. 


From 54 patients suffering from streptococcal infec- 
tions of the upper respiratory tract 251 different strains 
of Group A streptococci were isolated at weekly intervals 
and tested for their ability to resist the bacteriostatic 
action of human blood and to produce type-specific 
M-protein. During convalescence variant strains ap- 
peared, producing the latter in decreased quantities, 
while their susceptibility to bacteriostasis was increased. 
Though these variants proved to be stable on repeated 
subculture, their original properties could be restored by 
serial mouse passage. R. Salm 


171. Chromogenic 
Vaccination against Tuberculosis in the Guinea Pig 

W. C. WeENKLE, R. N. Loomis, and J. M. JARBOE. 
American Review of Tuberculosis [Amer. Rev. Tuberc.] 67, 
385-388, April, 1948. 4 refs. 


In common with other observers the present authors 
have often isolated from the routine sputum cultures of a 
sanatorium highly-coloured colonies of acid-fast bacilli— 
either in pure culture or with the tubercle bacillus. 
These chromogenic bacilli have been found to produce 
self-healing granulomatous lesions in guinea-pigs. 
Moreover, guinea-pigs injected with these organisms 
gave a positive reaction to the tuberculin skin test. The 
latter finding prompted the authors to try to produce 
immunity in guinea-pigs against virulent tubercle bacilli 
by injection of these chromogenic organisms. 

Seventy-five guinea-pigs were injected subcutaneously 
with a suspension of 0-01 mg. of chromogenic acid-fast 
bacilli; 15 weeks later each animal was skin tested with 
5 mg. of old tuberculin (O.T.) and gave a positive reac- 
tion. At intervals of 17 and 36 weeks after vaccination 
with the chromogenic organisms each guinea-pig was 
injected subcutaneously with a live virulent strain of 
human-type tubercle bacillus, in amounts varying from 


M—E 


Acid-fast Bacilli. Their Use 


0-0001 mg. to0-1 mg. At the same time 30 unvaccinated 
guinea-pigs were injected as controls. One month after 
injection with human-type tubercle bacillus the animals 
were again skin tested with 5 mg. of O.T. and all gave 
positive reactions. 

The guinea-pigs were killed 12 to 13 weeks after 
injection. It was found at necropsy that when the time 
interval between vaccination and injection had been 
36 weeks the animals receiving 0-0001 mg. of virulent 
tubercle bacilli had developed only two-fifths as much 
tuberculosis as the controls; those which had received 
0-001 mg. had developed half as much, and those receiv- 
ing 0-01 mg. three-fifths as much as the controls. (The 
amount of tuberculosis in glands, spleen, liver, and lungs 
was recorded on the basis of from zero to four plus in 
each system.) In other words, in these three groups a 
definite, but not complete, immunity was produced. 
On the other hand, the group which received a.massive 
infecting dose (0-1 mg. of virulent tubercle bacilli) 
developed more tuberculosis (one-and-two-fifths times 
more) than did controls receiving the same dose. 

T. D. M. Martin 


172. The Influence of Antibacterial Substances on the 
Interaction of Bacteria and Bacteriophages. I. The 
Influence of Penicillin 

W. J. Etrorp. Journal of General Microbiology [J. gen. 


_Microbiol.] 2, 205-219, May, 1948. 4 figs., 31 refs. 


When penicillin and bacteriophage acted together on a 
broth culture of Staphylococcus in the logarithmic stage 
of growth, lysis occurred more rapidly than when either . 
acted alone. This phenomenon was studied in the hope 
that it might yield information concerning the biochemical 
processes of bacterial and virus multiplication. 

Phage itself was not inhibited by penicillin in con- 
centrations up to 400 units per ml. Accelerated lysis 
occurred only when phage was added to a culture at the 
same time as, or soon after, addition of penicillin. The 
concentrations of staphylococci and phage giving the 
most marked effect for a certain concentration of peni- 
cillin were worked out. Acceleration of lysis was most 
noticeable where growth of organisms in the first few 
hours of inoculation was maximal and where the relation 
of concentration of phage to concentration of organisms 
was such that most of the organisms could become 
infected by phage without multiple infection occurring. 
Multiplication of phage in a mixture was diminished in 
proportion to the inhibition of growth caused by the 
penicillin. Acceleration of lysis by the agents in 
combination was noted with concentrations of penicillin 
between 40 and 0-0004 unit per.ml. Some evidence was 
obtained that in penicillin-phage-staphylococci mixtures 
an inhibitor for phage developed. The inhibitor had a 
filtration end-point similar to that of phage itself. The 
observations could not be confirmed with a purer pre- 
paration of penicillin. oa 

Penicillin did not affect the adsorption of phage on 
staphylococci. When the growth curve for phage in a 
mixture was worked out it was noted that penicillin did 
not affect the latent period before the phage concen- 
tration increased. The second step-wise increment in 
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phage tended to be inhibited by large amounts of peni- 
cillin. With penicillin the average yield of phage from 
the infected cell was decreased. Other phages studied 
were also not inhibited by penicillin. Lysis by them 
was accelerated to a variable degree by penicillin. 

It is suggested that penicillin disturbs certain balanced 
systems in the metabolism of a cell, so that intermediates 
necessary for growth of both cell and phage cease to be 
available. D. G. ff. Edward 


173. Cultural Characteristics of Donovania granulo- 
matis 

G. Rake and J. J. Oskay. Journal of Bacteriology 
[J. Bact.] 55, 667-675, May, 1948. 4 figs., 5 refs. 


The progressive adaptation of Donovania granulomatis 
to growth in a simple beef-heart infusion broth through 
yolk—beef-heart infusion agar and Levinthal beef-heart 
agar is recorded. Until the twenty-sixth passage success- 
ful propagation on the latter was not associated with the 
growth of parallel inocula in the simple infusion without 
blood extract. From the twenty-seventh passage in 
Levinthal medium onwards, growth in the broth inocu- 
lated at the same time usually occurred, and the broth 
culture from the twenty-seventh passage in Levin- 
thal medium was successfully passaged 38 times in 
broth, during which time subcultures to Levinthal agar, 
blood agar, and beef-heart infusion agar grew pro- 
gressively more readily. When established, the ability 
to grow in a simple medium was not lost by a return to 
yolk-sac culture for 4 passages, and growth on Levinthal 
agar does not appear to produce an antigenic change 
in the complement-fixing antigen prepared from the 
organism. 

Morphology in broth, on Levinthal agar, and in the 
yolk-sac is the same, the organism being a pleomorphic 
bacillus tending to comma shape when single, with 
prominent polar granules, and often appearing in long 
chains. Appearances under the electron microscope are 
described and illustrated by photomicrographs. No 
definite capsules were seen, but retraction of the cell 
contents, wrinkling of the cell wall, and the presence of 
polar granules were noted, as was the occurrence of small 
forms (of filter-passing size). The organism is antigenic- 
ally related to Klebsiella pneumoniae (Freidlander’s 
bacillus) which it also resembles morphologically. 

G. T. L. Archer 


174. The Mechanism of the Bactericide Activity of 
Protamine Sulfate. [In English] 

L. Massart and P. vAN DEN DaeLe. Archives Inter- 
nationales de Pharmacodynamie et de Thérapie [Arch. int. 
Pharmacodyn.] 76, 424-431, June 1, 1948. 8 refs. 


Protamine sulphate (2-5 10-* molar) inhibited the 
respiration of baker’s yeast (1% suspension) to the extent 
of about 60% when shaken in the Warburg apparatus for 
1 hour at 28° C. (0-07 molar phosphate buffer, pH 5-9). 
This inhibition could be completely prevented by the 
addition of sodium chloride (2 « 10~! molar), magnesium 


sulphate (1x 10-* molar), or aluminium chloride 


, 


(1x molar). The aluminium solution was un- 
buffered. The inhibition could also be completely 
prevented by the addition of naturally occurring anionic 
substances, namely, nucleic acid, heparin, cephalin, 
and adenosine triphosphate, heparin being the most 
active. These inhibitors function by combining with 
protamine cations to give feebly ionized complexes, 
Protamine is fixed by the nucleic acid of dead and living 
yeast cells, but can be displaced by slightly stronger 


_solutions of various basic dyes (crystal violet, methylene 


blue, and neutral acriflavine). It is concluded that pro- 
tamines injure yeast in exactly the same way as do acri- 
dines and other basic dyes. 

[There is nothing in this paper to justify the word 
“* bactericide ’’ in the title. The antibacterial action of 
acridines does not depend on inhibition of respiration 
(Ferguson and Thorne, J. Pharmacol., 1946, 86, 258). 
The failure to examine the contra-inhibitory effects of 
hydrogen ions is an obvious omission from this work. 
Hydrogen ions are probably responsible for some or all 
of the effect attributed to aluminium ions.] A. Albert 


175. The Effect of Sodium Fluoride on the Metabolism 
of Certain Mycobacteria 

R. J. FiTZGERALD and F. BERNHEIM. Journal of Bacterio- 
logy [J. Bact.| 55, 677-682, May, 1948. 6 figs., 2 refs. 


Following the demonstration by Davis and Dubos 
(1947) that a concentration of fluoride sufficient to inhibit 
the action of lipase on “* tween 80°’ may not affect the 
growth of Mycobacterium tuberculosis, the effect of 
fluoride on 3 strains of Myco. tuberculosis (especially on 
the B.C.G. strain ATC 8240) was investigated. The 
B.C.G. strain was grown in Long’s medium for 2 to 4 
days, even suspensions were made in phosphate buffer 
solutions, and oxygen uptake was measured in air at 
37° C. Analytical grade sodium fluoride was used, and 
its effect on the oxidation of various supplements was 
also investigated. 

The following results were obtained and illustrated by 
graphs: (1) Oxygen uptake, though inhibited by excess, 
is much increased by optimal concentrations of fluoride, 
the effect being greatest at an acid reaction (pH 6-0) when 
1 mg. per 100 ml. was more effective than either 0-2 mg. 
or 2 mg. The respiratory quotient is also increased. 
At pH 6-7, 2 mg. is more effective than 1 mg. and at 
pH 7:8, 4 mg. is slightly more effective than 2 mg., 
both effects being very small. The effect is not due to 
removal of calcium ions as equimolar oxalate is without 
effect. Chlorine, iodide, and bromide are also without 
effect. (2) At pH 6-0, the oxidation of pyruvate and 
lactate is increased by 2 mg. fluoride per 100 ml., 
but that of glucose, fructose, trehalose, and oleic and 
benzoic acids is inhibited. The similar inhibition of 
acetate oxidation indicates that it is not an intermediate 
product of pyruvate metabolism by these bacteria. The 
inhibition of growth which occurs in the presence of 
5 to 10 mg. fluoride is increased by lactate. (3) At 
PH 6-7 and 7-8 fluoride is less effective in stimulating 
pyruvate and lactate oxidation but does increase that of 
the sugars tested. No effect on acetic, oleic, or benzoic 
acid was observed at these reactions. G. 7. L. Archer 
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176. The Purification of Diphtheria and Tetanus Anti- 
toxin by the Use of Pepsin 

A. GLAUBIGER. Journal of Laboratory and Clinical 
Medicine [J. Lab. clin. Med.] 33, 757-767, June, 1948. 
34 refs. 


Details are given of a method, based on that of Pope, 
for the purification of antitoxin. Antitoxic horse plasma 
is first diluted to reduce the total content of solids to 
2%, and 0-4% phenol is added. After adjustment to pH 
3:1 with solid citric acid, pepsin 1 in 10,000 is added. 
The pepsin is allowed to act at pH 3-2 for 1 hour at 
20° to 25° C. The reaction is then adjusted to pH 4-2, 
and after another hour, during which a white precipitate 
forms, 14% ammonium sulphate is added and the tem- 
perature rapidly raised to 58° C. to coagulate unwanted 
proteins. After an hour the mixture is allowed to cool 
and is then filtered. The filtrate is adjusted to pH 7:0 
and the antitoxic globulins precipitated with 20% am- 
monium sulphate. The precipitate is dialysed to free it 
from sulphate, and to the resulting solution of immune 
globulins 1% sodium chloride, 0-05% ‘ merthiolate ”’, 
and 0-35°%% phenol are added. 

In preliminary tests these procedures were shown to 
give products of diphtheria and tetanus antitoxins which 
failed to cause skin reactions in rabbits sensitized to 
normal horse-serum protein. The stage of pepsin 
digestion, when carried out at as low as pH 3:2 with 
1 in 10,000 pepsin and not 1 in 3,000 pepsin, yielded pro- 
ducts which gave no skin reactions. The material ob- 
tained by heat treatment (58° C.) at pH 4-2 of the diluted 
and digested horse serum also failed to give skin reactions 
provided treatment was carried out in the presence of 
5% sodium chloride. The precipitate which formed at 
pH 4:2 after pepsin digestion produced no skin reaction in 
sensitized rabbits, suggesting that it was denatured 
protein. 

In clinical trials the purified antitoxins gave satisfactory 
results even when used in allergic subjects, including 2 
patients known to be sensitive to horse serum. 

D. G. ff. Edward 


177. The Thermolability of Artificially Stimulated 
Human Antibodies 

W. B. SHERMAN, R. A. Cooke, S. B. CREPEA, and L. M. 
Downinc. Journal of Allergy [J. Allergy] 19, 160-164, 
May, 1948. 9 refs. 


The sera of 3 previously non-allergic persons, who’ 


developed serum sickness after injection of horse serum 
containing tetanus antitoxin, passively sensitized normal 
human skin to horse serum; they also sensitized the 
guinea-pig uterus to horse serum when injected intra- 
peritoneally into: normal guinea-pigs, and gave a precipi- 
tate with normal horse serum in high dilutions. All 
these manifestations of antibody activity were destroyed 
by heating the sera for 4 hours at 56° C. Such heated 
sera showed no blocking activity against horse serum. 
The corresponding rabbit anti-horse-serum antibodies 
were only slightly affected by heating. It is suggested 


that the thermolability observed is a common property 
of many human antibodies, and is not a peculiar property 
of the skin-sensitizing reagins of acquired human 
allergy. C. L. Oakley 


178. Tolerance to the Toxic Action of Somatic Antigens 
of Enteric Bacteria ‘ 
H. R. MorGan. Journal of Immunology [J. Immunol.} 
59, 129-134, June, 1948. 10 refs. 


Rabbits receiving repeated intravenous injections 
of the somatic antigens of Salmonella typhi, S. schott- 
muelleri, or Shigella dysenteriae develop in 3 to 4 days a 
tolerance to these substances which is almost complete 
by the eighth day. This tolerance is shown by failure to 
develop the pyrogenic action produced in normal animals 
by injection of these antigens. It is not strictly specific, 
because injection of one antigen leads to development of 
tolerance to all three; it is not dependent on circulating 
antibody, for animals showing no O agglutinins were 
as resistant as those showing high titres. Moreover, 
animals rested for a month were susceptible to the pyro- 
genic action of the extracts, though the O-agglutinin 
titre was usually high. It is suggested that this develop- 
ment of tolerance may possibly modify the symptoms of 
typhoid fever in man. C. L. Oakley 


179. A Note on Enzyme-purified Antitoxin and Ana- 
phylaxis in Guinea Pigs 

P. A. CHRISTENSEN and J. E. KerricH. Journal of Im- 
munology [J. Immunol.) 59, 21-29, May, 1948. 2 figs., 
5 refs. 


Guinea-pigs actively sensitized to pepsin-refined horse 
antitoxic serum can be shocked both by the same antigen 
and by normal horse serum. In guinea-pigs sensitized 
to normal horse serum shock is produced by smaller 
quantities of normal horse serum than of refined serum 
of similar nitrogen content. When the animals are 
sensitized to pepsin-refined antitoxin the quantities of 
refined serum required to produce shock are smaller than 
those of normal serum. It is possible, therefore, that 
serum reactions may occur in persons receiving a second 
dose of refined serum. C. L. Oakley 


180. Antibody Formation in the Subarachnoid Space, 
with Reference to Investigations in Cases of Typhus. 
(Beitrag zur Frage der Antikérperbildung im Liquor- 
raum an Hand von Untersuchungen bei Fleckfieber- 
kranken) 

H. R. FRANK. Deutsche Medizinische Wochenschrift 
[ Dtsch. med. Wschr.] 73, 231-233, June 11, 1948. 


The question whether antibodies are formed in the 
subarachnoid space or whether their appearance in 
the cerebrospinal fluid (C.S.F.) is due to increased 
permeability of the impaired meningeal blood vessels 
seems to have been brought nearer a solution. The 
author investigated the antibody content of both serum 
and C.S.F. in 79 patients suffering from typhus. In a 
proportion of samples of C.S.F.investigated, Wassermann 
antibodies appeared during.the course of the typhus 
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infection without the discovery of similar antibodies 
in the blood serum. The ratio of the Weil—Felix titres 
in blood serum and in C.S.F. was different from the 
ratio of Rickettsia agglutinins in the same body fluids. 
The antibody content of the C.S.F. was in some cases 
higher than the content in the blood serum. 

These findings make it reasonably certain that the 
appearance of antibodies in the C.S.F. is not due to an 
increase of permeability. Final proof of the capacity of 
the central nervous system to produce antibodies must 
await the demonstration of the appearance of antibodies 
in the C.S.F. before they can be detected in blood serum. 

; K. S. Zinnemann 


181. The Precipitation of Latent Herpes Simplex 
Encephalitis by Anaphylactic Shock 

R. A. Goop and B. CaAmpBELL. Proceedings of the 
Society for Experimental Biology and Medicine [Proc. 
Soc. exp. Biol., N.Y.] 68, 82-87, May, 1948. 2 figs., 
48 refs. 


It has long been recognized that herpes-simplex infec- 
tion in man is often recurrent in character and that 
exacerbations may be produced -by a number of’stimuli, 
including upper respiratory tract infections, fever, 
emotional stress, menstruation, mechanical irritation, 
heat, and exposure to ultraviolet light. The general 
consensus is that these diverse stimuli activate a latent 
infection. 

In a preliminary study the authors found that ana- 
phylactic shock precipitated herpes simplex virus en- 
cephalomyelitis from the latent state in a rabbit. Virus 
was recovered from the brain 9 months after the original 
infection. Continuing this work the authors used in- 
jections of egg white to produce the anaphylactic shock ; 
encephalomyelitis was precipitated 19 times in 16 rabbits. 
There was an incubation period of 2 to 14 days between 
the shock and the exacerbations of the disease. The 
severity of the shock appeared to show little correlation 
with the incidence of activation of latent infection. The 
virus was recovered from the central nervous system of 
rabbits after fatal precipitation infection, during periods 
of quiescence after precipitation, following fatal spon- 
taneous exacerbations, and during chronic smouldering 
encephalitis. The experiments suggested that the shock 
caused a renewal of the essential disease process. The 
possible significance of these experiments in relation to 
recurrent herpes in man is discussed. 

F. O. MacCallum 


182. Causes of error in Haemagglutination Reactions. 
Role of Copper. (Etude des causes d’erreurs dans les 
réactions d’hémagglutination. Role du cuivre) 

V. SAUTTER and P. Lépine. Annales de I’ Institut Pasteur 
[Ann. Inst. Past.] 74, 261-270, April, 1948. 3 refs. 


In a series of agglutination reactions for the diagnosis of 
influenza it was found that distilled water prepared in a 
copper still gave erroneous results. Distilled water more 
than 3 months old caused similar trouble, which was 
avoided by fresh distillation and also by treating it with 
compressed air. Copper sulphate, copper acetate, and 
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copper carbonate were added to fresh doubly distilleg 
water in varying concentrations and these mixtures were 
used in experimental agglutination. Most of the copper 
is fixed by the haemoglobin, but a fraction remains in the 
stroma of the red cells. This may explain the errors in 
haemagglutination reactions. Only fresh doubly distil. 
led water prepared in glass apparatus should be used. 
E. Neumark 


The Complement Content of Human Sera with 
Especial Reference to Malaria 

A. D. DuLANgy. Journal of Clinical Investigation {J. 
clin. Invest.] 27, 320-326, May, 1948. 6 figs., 18 refs. 


The complement content of normal human sera is 


' remarkably constant; the 50% haemolytic unit (volume 


of serum in millilitres required to produce 50% haemo- 
lysis in standardized tests) varies from 0-0032 ml. to 0-006 
ml.; median 0-0045. Day-to-day variations in the same 
individual are insignificant. 

Single determinations of complement in human sera 
from cases of liver disease and infections of various 
types showed no depression of complement content, and 
no correlation between complement level and the results 
of the cephalin-flocculation test. During the course of 
induced malaria complement is reduced, the diminution 
running roughly parallel to the severity of the disease. 
The complement titre cannot be correlated with para- 
site count, white cell count, temperature, number of 
paroxysms, hours of fever, cephalin-flocculation test, or 
antibody titre. As changes in complement titre may 
occur suddenly in the course of disease, and last only a 
short time, repeated titrations are essential. 

C. L. Oakley 


184. Hemolysis with Human Complement, Human Cells, 
and Tannic Acid: Application to Complement Fixation 
Test 

L. Tuomas and J. L. Peck. Proceedings of the Society 
for Experimental Biology and Medicine {Proc. Soc. exp. 
Biol., N. Y.] 67, 475-478, April, 1948. 4 refs. 


Human erythrocytes undergo lysis in the presence of 
tannic acid and human complement. For this reason 
investigations were undertaken to ascertain whether 
tannic acid and human red cells could be employed to 
replace the usual rabbit serum amboceptor and sheep 
erythrocytes in the complement-fixation test. It was 
found that, provided saline containing sodium chloride 
at a concentration of 0-7% was used in such a system, 
there was fixation of complement in antigen-antibody 
reactions. Human red cells, at a concentration of 1%, 
human complement (titrated in the presence of the anti- 
gen) 1-5 units, and tannic acid 0-06% were used. 
Lymphocytic choriomeningitis antigen (guinea-pig spleen) 
and antibody (immune guinea-pig serum), Streptococcus 
M.G. polysaccharide- and antibody, and Wasserman 


- antigen and antibody fixed complement, so that when 


human red cells sensitized with tannic acid were subse- 
quently added there was no haemolysis. The reactions 
were specific and reproducible. R. Hare 


Paediatrics 


185. Studies in Prematurity. Part 4. Development 
and Progress of the Prematurely Born Child in the Pre- 
school Period 

C. M. Drituien. Archives of Disease in Childhood 
[Arch. Dis. Childh.] 23, 69-83, June, 1948. 10 figs., 
23 refs. 


This paper deals with the progress of the surviving 
premature infants born in the Simpson Memorial 
Pavilion, Edinburgh, during 1943-5 inclusive. A com- 
parison of the medical history of premature and full- 
term babies before discharge from hospital is followed by 
an account of a follow-up examination of a sample of the 
premature infants, now aged between 14 and 44 years, 
and of a control group of children born at térm. 

During the first 10 days of life infants in the smallest 
weight group (2 lb. 9 oz. to 3 Ib. 8 0z.; 1:16 to 1-59 kg.) 
showed an infection incidence of nearly 1 in 3, com- 
pared with | in 16 of the macure infants. The infection 
rate falls steadily with increasing birth weight in the 
premature group dnd after a birth weight of 54 Ib. 
(2:5 kg.) has been reached the infection rate remains 
at about 6%. A birth weight of over 34 lb. (1-6 kg.) does 
not appear to have a marked effect on the infection rate 
except for thrush; the increased incidence of the latter 
may be accounted for by the greater proportion of bottle- 
fed infants. It does seem, however, that the very smallest 
- infants are particularly susceptible to septic infections. 
The relative immunity to gastro-enteritis of the smallest 
infants was probably due to their isolation from the main 
nursery. 

The report on progress in early childhood is based on 
the history of 277 children, 103 prematurely born and 
174 born at term. It appears that successin breast- 
feeding depends largely on the birth weight of the infant. 
In over three-quarters of the smallest premature in- 
fants breast-feeding was never attempted, while in the 
“mature” group nearly half the mothers fed their 
babies for longer than 3 months. In the premature 
group 60% of failures to nurse were due to the 
prematurity of the infant. The premature infants were 
all definitely later in reaching the ‘“ milestones”’’ of 
sitting, standing, walking, and talking, and the smaller 
the infant the more marked was the retardation. These 
differences are highly significant. By a method of 
standardizing morbidity rates it is shown that during the 
first year of life there is a much higher incidence of every 
infection except measles in the premature group. In the 
second year rates for the two groups are very similar. 

Physical examination of these children failed to reveal 
any significant difference between premature infants and 
others in the incidence of dental caries, nasopharyngeal 
infection, cervical adenitis, and rickets. With increasing 
birth weight the proportion of children classified as of 
“ poor’ general condition fell steadily from 20% in 
those of 44 Ib. (2 kg.) and under at birth to none in those 


weighing over 84 Ib. (3-9 kg.). At any given age average 
weight was found to rise steadily with increasing birth 
weight, and the same trend was observed for height. 
After discussion of the work of other observers it is 
suggested that the differences found after the first few 
years of life between prematurely-born and full-term 
children, as regards height, weight, and general develop- 
ment, are due largely to environmental factors, consisting 
of the same adverse conditions as originally acted on the 


‘mother to produce the premature delivery. 


_ of cause and effect is proved. 
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Jas. M. Smellie 


186. Ingestion of Mercury as a Probable Cause of 
Acrodynia and its Treatment with Dimercaprol (BAL): 
Report of Two Cases 
S. E. Etmore. Pediatrics [Pediatrics] 1, 643-647, May, 
1948. 2 figs., 15 refs. 


Two typical cases of acrodynia are described. In the 
first, in a white female infant aged 74 months, the 
symptoms developed shortly after administration of “a 
few’ teething powders each containing 3-5 mg. mer- 
curous chloride, given because of an upper respiratory 
infection; in the second, in a white male infant aged 
10 months, acrodynia appeared 1 week after 3 similar ~ 
powders (a total of 10-5 mg. mercurous chloride) had 
been given because of a rhinitis. The observations were 
made 4 months and 1 month after the illness began. 
The urine contained 0-08 and 0-43 mg. mercury per 
litre respectively (normal control specimens never con- 
tained more than 0-004 mg. per litre). Dimercaprol was 
given intramuscularly, 2:5 mg. per kg. in 10% solution 
in peanut oil with 20% benzyl benzoate 4-hourly for 
2 days, 6-hourly for 2 days, and 12-hourly for 8 days; 
each injection was preceded by injection of 0-5 ml. 
2% procaine solution. In both infants there was definite 
clinical improvement starting on the sixth day after 
treatment had begun with apparent recovery by the time 
the course was completed. The gains in weight were 
420 g. in 11 days and 250 g. in 10 days. The amount of 
mercury excreted in the urine was 0-06 and 0-12 mg. per 
litre on the third and twelfth days respectively in the 
first case, and 0-17 and 0-14 mg. per litre on the third and 
ninth days in the second case. The author emphasizes 
that further observations are necessary before the relation 
R. S. Illingworth 


187. Calcium and Phosphorus Balance in Undernourished 
Children with Different Diets. (BanaHc Kanbuua 
dochopa y passH4Hbix 
palluoHax) 

G. M. PopraBiNik and M. K. Mitovipova. Tlequarpua 
[Pediatriva] No. 3, 15-18, May-June, 1948. 6 refs. 


The authors describe investigations on the influence of 
three diets on the calcium and phosphorus balance in 
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undernourished children. The first diet was based on 
the requirements in chemical and calorie value of healthy 
children of corresponding age; 18 of the children were 
on this diet. The second was based on the actual weights 
of the children under observation, but contained a lower 
proportion of protein, calcium, and phosphorus. Five 
children received this diet. The third was similar to the 
first, but 25% of the protein was in the form of yeast. 
Five children received this. In 4 of each of these groups 
the calcium and phosphorus metabolism was investi- 
gated. The details of the diets and the findings of the 
subsequent investigations are given in the following table: 


Diet 
1 2 | 3 

Wheat flour 100 g. 100 g. | 100g. 
Potato meal 10 g. 10g 10 g. 
Oatmeal 25 g. 25g 25 g. 
Potato . 100 g. 50. g 50 g. 
Other dried vegetables 100 g. 100 g. | 100 g. 
Dried fruits .. 20 g. 20 g 20 g. 
Sugar .. 50 g. 35g 40 g. 
Meat 30 g. 30 g 25 g. 
Milk .. 700 g. 500 g. | 500 g. 
Junket .. 20 g. —_ 
Fresh butter 12 g. 12g 12g 
Egg 
Yeast .. 80 g. 
Cod-liver oil 10 ml. 
Protein content 4-672 33g.) 472g. 
Calcium (mg. per kg.) 127 70-8 97:3 
Percentage calcium Tetained.. | 61 32:2 52-4 
Calcium balance (mg. per kg.) 77:3 22°8 51 
Phosphorus (mg. per kg.) .. | 89 58-8 | 116 
Percentage P retained 47-2 31:2 54-4 
— balance (mg. per 

42 18-4 5 
ratio .. 1:84 1-23 0-82:1 

| 


The authors draw the following conclusions from their 
observations. (1) While all three diets assure a positive 
calcium and phosphorus balance in children suffering 
from undernutrition, the amount of that balance depends 
on the character of each ration. (2) The percentage of 
calcium and phosphorus retention is highest in diet 1 and 
satisfactory in diet 3, but poor in diet 2. It appears 
that a high proportion of protein in the diet is necessary 
for the adequate assimilation of these minerals. The 
source of the protein—milk or yeast—seems to make 
little difference, as does the extra vitamin D in diet 3. 
The evidence appears to be slightly in favour of milk 
and junket as a source of protein. L. Firman-Edwards 


188. Investigations on the Fluid Balance in Infantile 
Intoxication. [In English] 

P. Forssett. Annales Medicinae Internae Fenniae 
[Ann. Med. intern. fenn.] 37, 16-36, 1948. Bibliography. 


The fluid balance in 88 infants under 1 year of age 
was investigated. The cases included 26 of toxicosis, 
characterized by fever, collapse, diarrhoea, loss of 
consciousness, deep breathing, albuminuria, cylindruria, 
-mellituria, and loss of weight. In the majority of them 
blood concentration was found with increased number 
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complement (positive phase). 


of erythrocytes, high haemoglobin and serum-protein 
values, decreased alkali reserve, and leucocytosis. 

The effect of treatment on the fluid balance was ob. 
served in 16 of the cases. Re-establishment of normal 
values‘ was not necessarily of prognostic significance, 
Patients received repeated intravenous infusions of 
50 to 70 ml. of 1-3% sodium bicarbonate and normal 
saline solutions in equal parts with up to 5% glucose 
added.’ Plasma was given only after blood protein 
values were normal. All the patients received penicillin 
and 10 of them desoxycorticosterone also. Of the 16 
patients 7 died, including only 1 of those given desoxy- 
corticosterone. Though the material is too scanty to 
permit of any definite conclusions, it seems that the 
adrenocortical hormone has been a very effective thera- 
peutic agent. It is believed that the protein synthesis 
which has been upset by the toxicosis has been beneficially 
influenced by this treatment. H. Herlinger 


189. Mbonocytic Reaction in Children with Dysentery, 
Associated with Parenteral Administration of Normal 
Human Serum. peakuua y mete 
6onHbIX MH3CHTepHeH B CBA3H C MapsHTe- 
PasIbHO HOPMA@JIBHOM CbIBOpOTKH 4esOBeKa) 

O. P. Gricorova. Tlequatpua [Pediatriva] No. 3, 29-42, 
May-June, 1948. 5 figs., 16 refs. 


In her investigations on the effects of normal human 
serum on young patients with dysentery, the author has 
used as an index of the reactivity of the active mesen- 
chyme to infection a differential count of the monocytes 
in the blood which she calls a “‘ monocytogram’’. She 
grades these cells into three groups in ascending order 
of maturity—promonocytes, monocytes, and poly- 
morphomonocytes. [Unfortunately she does not give 
her criteria for these groups, having apparently done so 
in a previous communication.] Blood films were taken 
before and 3, 5, and 24 hours after injection of 60 ml. 
of normal human serum, and the relative percentages of 
the groups found in counting 50 consecutive monocytes 
recorded. From this ratio she claims to deduce the 
reactivity of the mesenchyme and hence both the prog- 
nosis and the indications for further injections of serum 
which in suitable cases she considers a most effective 
treatment. 

Numerous investigators have shown that injections of 
protein produce in the active mesenchyme a diphasic 
reaction. At first there is a leucopenia, with lowering of 
the blood complement and a focal reaction (negative 
phase); this is followed by leucocytosis and a rise in 
In certain cases the reac- 
tion stops at the first phase; in others this is very short 
or undetectable and is followed immediately by the 
positive phase. During this second phase there is an 
increase in the activity of the mesenchyme in the endo- 
thelial sinuses of the haemopoietic organs, the Kupffer 
cells of the liver and the reticulo-endothelium of the 
lymph nodes, with increased mitosis and phagocytic 
activity of the Kupffer cells. 

The author has shown in previous communications 
that at the height of infection, when toxaemia is present, 
the monocytogram shows a fall in the proportion of 
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promonocytes and monocytes, with a corresponding 
rise in the polymorphomonocytes. The more acute the 
process and the greater the toxicosis, the more evident 
are these changes in the monocytogram. Applying these 
principles to her clinical material, which consisted of 
40 cases of dysentery in young children, she finds that in 
the severe cases ending in death (8) injections of 60 ml. 
of human serum was followed either by a fall or at least 
by no increase in the promonocytes and monocytes, 
whereas in those who recovered with (13) or without 
(11) complications there was, so to speak, a “ shift to the - 
left’ in 3 to 5 hours after the injection. In 8 patients 
discharged with chronic dysentery and with no definite 
results from the treatment, this shift was not observed 
though the negative phase found in the*fatal cases was 
absent. This change in the picture may take several 
forms: (1) An increase in promonocytes, followed in 
2 hours by.an increase in monocytes which lasts for 
over 24 hours. This prolonged positive phase is of good 
omen. (2) An early increase in the younger cells, 
followed in less than 24 hours by a decrease. This 
denotes an allergic reaction, and is accompanied by other 
signs of allergy, such as tachycardia and lowered blood 
pressure. (3) In some cases the proportion of the 
younger cells is, even before injection of protein, higher 
than normal, and is relatively unaffected by the injection 
ofserum. This type of curve is found in protracted cases, 
especially those complicated by such local infections as 
pneumonia or otitis. 

The author concludes by emphasizing the importance 
of controlling the treatment of dysentery in children 
with normal human serum by a careful study of the 
monocytogram, as some cases may be made decidedly 
worse by overdosage. It is necessary to pay attention 
to the dynamics of the monocytic reaction, that is, the 
rate of onset of the positive phase and its duration. 
Delay in onset or a swift return to the previous blood 
picture, or entire absence of the positive phase, are 
unfavourable signs and depend on one of two conditions: 
(1) lack of or weak reactivity of the active mesenchyme, 
or (2) too large a dose of serum. In cases with com- 
plications, the monocytogram makes it possible to detect 
a difference in the character of the positive phase in 
patients likely to die and others. __L. Firman-Edwards 


190. A Review of Boeck’s Sarcoid with Analysis of 
Twelve Cases Occuring in Children 

R. B. Cone. Journal of Pediatrics [J. Pediat.] 32, 629- 
640, June, 1948. 20 refs. 


Boeck’s sarcoid is described as a chronic relapsing 
infectious disease. The essential lesion is a “ hard” 
granuloma of large epithelioid cells widely dispersed on 
the skin, in lymph nodes, the eye, salivary glands, lungs, 


bones of the hands and feet, and other internal organs.. 


The lesions are ** hard *’ and do not break down as in 
The disease is mild, but 
chronic and relapsing: it usually ends in recovery but 
may leave permanent scars in the eyes and lungs. It has 
been reported fairly frequently in northern Europe and 
North America, and is said to be more common in females 
and uncommon in children. The author presents 12 


cases in children admitted to the Duke Hospital, Durham, 
North Carolina, between 1941 and 1947. The ages of 
the children were from 9 to 15 years; 8 were negroes, 
and 9 were boys. The diagnosis was established in 11 
cases by biopsy examination of lymph nodes or skin 
lesions. In all the disease had been active for about 
4 months, with low-grade fever and considerable weight 
loss in the majority. In all cases there was enlargement of 
surface lymph nodes in varying degrees. In all, radio- 
graphs showed changes in the hilar regions and lung fields 
not unlike those in tuberculous disease. Tuberculin tests 
were negative in all, although one of thechildren developed 
tuberculosis later. Radiographs of the bones revealed 
** suggestive or actual” circumscribed lesions in the 
hands and feet in half the cases. Keratitis and iritis were 
present in half the cases, and skin lesions were present in 
less than half (5 out of 12). In a 5-year follow-up there 
were no deaths, and recovery was complete apart from 
some residual lesions in the corneal and uveal tracts. 
C. McNeil 


191. On the Cause of Nuclear Jaundice in Neonatal 
Sepsis with Jaundice 
J. I. DE BruyNe and S. vAN CREvELD. Archives of 
Disease in Childhood {Arch. Dis. Childh.] 23, 84-86, 
June, 1948. 5 refs. 


While it is agreed that nuclear jaundice is produced 
by bile-staining of previously damaged tissue, no explana- 
tion can be given of the fact that in this process certain 
nuclei and cell masses of the brain are almost constantly 
stained, whereas others remain unstained. Nuclear 
jaundice does not occur in congenital acholuric jaundice, 
nor as a rule in other forms of jaundice which are not 
caused by Rh immunization. However, it has sometimes 
been observed after septic jaundice of the newborn. 
In these cases demonstration of Rh immunization should 
first be attempted. The case histories of 4 children with 
nuclear jaundice and umbilical sepsis are given. In 
3 of these it appears that nuclear jaundice was due to 
Rh immunization but in the fourth no indication of 
the latter could be found. 

It is difficult to tell how often infection is present in 
cases complicated by nuclear jaundice, but signs of in- 
fection should be sought for in every case. Infection 
may perhaps promote nuclear jaundice in the presence of 
icterus gravis. Jas. M. Smellie 


192. Sublingual Methyl Testosterone for Boyhood 
Emotional, Physical, and Genital Immaturity 

F. E. Harpinc. Journal of Pediatrics Pediat. 32, 
351-356, April, 1948. 16 refs. 


A series of 58 boys between the ages of 7 and 15 years 
were given methvltestosterone sublingually in doses of 
.0-6 to 10 mg. daily, the majority receiving 5 mg. Treat- 
ment was continued for times varying from 1-4 to 20. 
months. The boys were carefully selected; all had small 
genitalia, most were obese, and many were smaller than 
average. Enuresis was frequent and emotional instability 
and physical weakness were present in most. The results 
were considered satisfactory in all cases. The genitalia 
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increased in size; growth was speeded and physical 
improvement was outstanding. School work and 
behaviour were improved and there was evidence of 
psychological maturity. No bad effects were noted. 
The treatment is not recommended for cryptorchidism 
(for this, anterior pituitary extract is preferred); nor is 
it recommended as a cure for ahy psychoneurosis or 
physical weakness. The only neurosis it will cure is that 
due to embarrassment caused by small genitalia. 
W. F. Gaisford 


193. ‘ Constitutional Statural Overgrowth and Increased 
Lower Body Segment with Normal Sexual Development 
in a Family of Four 

G. B. Dorrr. Journal of Pediatrics [J. Pediat.| 32, 
670-675, June, 1948. 2 figs., 9 refs. 


As preface, an account is given of the effect of normal 
bony growth in altering the relative lengths of the upper 
body segment (top of head to top of pubis) and of the 
lower body segment (top of pubis to heel). In the new- 
born child the upper segment exceeds the lower by about 
5 in. (12-5 cm.); by early adult life the lower segment 
has approximated in length to the upper, being about 
1 in. (2-5 cm.) more in the male, and 1 in. less in the 
female. Disproportion in growth between these two 
body segments is considered to exist when the adult 
lower segment exceeds the upper by 4 to 7 in. (10 to 
17-5 cm.), and this degree of skeletal disproportion is 
commonly associated with gonadal insufficiency (primary 
gonadal, pituitary, or thyroid), and is called eunuchoid 
’ skeletal disproportion. A few authors are mentioned 
who have shown that this so-called eunuchoid dispro- 
portion may occur without gonadal insufficiency. The 
author presents a personal study of a family of four in all 
of whom skeletal disproportion existed without eunuchoid 
features. In the father, the lower body segment exceeded 
the upper in length by 4 in.; in the mother, the excess 
of the lower segment over the upper was 6 in. (15 cm.);: 
in the two sons aged 16 and 184 years the excess was 64 
and 7 in. (16-25 and 17-5 cm.) respectively. Full clinical 
reports of the two sons are given and photographs are 
shown demonstrating normal sexual development, and 
normal bony growth and epiphyseal closure, for their 
ages. From this family study of growth which confirms 
similar records by others, the author concludes that cases 
of so-called eunuchoid disproportion occur without 
gonadal insufficiency and that these ‘* must be attributed 
simply to a constitutional, genetic, or familial factor 
rather than to gonadal failure *’. C. McNeil 


194. Sclerema Neonatorum 

W. E. HuGuHes and M. L. HAMMOND. Journal of Pedia- 
trics [J. Pediat.] 32, 676-692, June, 1948. 5 figs., biblio- 
graphy. 


Sclerema neonatorum is a diffuse, rapidly spreading, 
non-oedematous, tallow-like hardening of the sub- 
cutaneous tissue, which is bound both to skin and muscle. 


It usually starts on the buttocks, thighs, and trunk, but | 


may involve any area. It can be distinguished clinically 
from subcutaneous fat necrosis in which the areas in- 


volved are freely moveable over subjacent muscles. The 
infant usually dies a few days after the onset of the disease, 

Twenty-eight cases from the literature are reviewed, 
the significant findings being: (1) the average age at 
onset was 4 days; (2) 25% of mothers were ill at time of 
delivery; (3) deliveries were spontaneous in all but 2 
cases; (4) the majority of infants had abnormalities; 
(5) most children had deficient body temperature control; 
(6) 75% of the children died; (7) the most common 
necropsy finding was thickening of connective-tissue 
bands. 

Three new cases are reported: (1) A male negro infant 
was admitted 2 days after a spontaneous delivery. 
Respirations were laboured and the hands and feet were 
cyanosed. The rectal temperature was 95° F. (35° C.). 
The subcutaneous tissue of back, buttocks, legs, and 
thighs was indurated. Convulsions. were frequent. 
Radiographs revealed a diffuse enlargement of the heart 
and possibly an enlargement of the thymus. The sub- 
cutaneous induration spread in spite of heat therapy and 
the infant died on the sixth day. (2) A female negro 
infant was admitted 2 days after a forceps delivery, with 
sclerema of the trunk and left buttock. Radiographs 
showed a gas-distended small bowel with multiple fluid 
levels. Twenty-four hours after admission the indura- 
tion spread and the child died at the age of 3 days. At 
necropsy patches of atelectasis were found in both lungs, 
the small intestine was distended, and the colon was con- 
tracted and empty. There was no mechanical obstruc- 
tion. The subcutaneous fat deposits were twice as thick 
as the normal, the fat cells being engorged with neutral 
fat deposits. The periadrenal fat contained a large 
amount of fatty acids. The connective-tissue bands were 
thickened with collagen. (3) A 31-day-old female negro 
child was admitted after having diarrhoea for 7 days. 
Two days after admission gangrene appeared in both 
feet and ankles and in the fingers of the right hand, and 
sclerema appeared in thighs and trunk and spread rapidly 
to all the extremities. Five days after the sclerema had 
reached its height, signs of resolution appeared, and by 
the end of 10 days it had almost gone. The infant sur- 
vived, though amputation of both legs was necessary on 
account of the gangrene. Histologically, connective- 
tissue bands were wider-than normal in sclerematous areas 
and there was no cellular infiltration. 

The aetiology of this condition is still under discussion. 
One theory is that the low oleic acid content of fat in 
sclerema, together with a low body temperature, is respon- 
sible. Dehydration has also been considered a major 
factor. Thyroid deficiency is a possible cause, as a similar 
thickening of collagen fibres has been caused in adults 
by treatment with thiouracil. Infection and trauma are 
unlikely to have any aetiological significance. The 
authors consider that the peculiar composition of infant 
fat favours hardening, while it is suggested that disturb- 
ances of cell metabolism as a result of peripheral circula- 
tory failure may influence the change in collagen. It 
is recommended that therapy be based on the correction 
of shock and the treatment of the primary disease. The 
use of thyroid extract has been-suggested; further trial 
is warranted. Local therapy seems to hold little promise. 

B. S. P. Gurney 
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195. The Pain Chart 
K. D. Keer. Lancet [Lancet] 2, 6-8, July 3, 1948. 
7 figs. 


A simple method of recording the behaviour of pain as 
regards its intensity and relation to time is described. 
Experiences with the pain chart in various types of case 
are recorded, and the validity of such charts has been 
checked in cases of gastric ulcer and of other known pain 
syndromes. It is considered that pain charts are of value 
in defining the action of analgesics and in differentiating 
between psychogenic and organic pains. Alan Kekwick 


196. The “ Cupping” Test. (O 6aHouHoii npo6e) 
A. VALDMAN. Knunuyeckan Meguunna [Kilin. 
Med.] 26, No. 2, 32-35, 1948. 2 figs., 5 refs. 


The “ cupping” test has been used in Soviet Russia 
for the last 10 years, and on over 3,000 patients, as an 
additional method of diagnosis in various illnesses. It 
reveals the presence or absence of endotheliosis, the 
condition of the vascular endothelium, and its degree 
of swelling and shedding. It is of value in the diagnosis 
of endocarditis, and also of syphilitic aortitis. It may be 
used to differentiate typhus from typhoid fever. In 
endocarditis, vascular endothelium is always affected. 
If the “‘ cupping ”’ test is positive, the number of mono- 
cytes in a drop of blood obtained from the site at which 
the cup was used is 2 to 5 times greater than that from a 
blood film. 

By using a cupping glass, a negative pressure of air 
is produced which stretches the skin and causes the 
endothelial cells and histiocytes to break away from 
the vascular walls. The same result is obtained over all 
the area covered by the cup. A simple apparatus is 
illustrated for varying the negative pressure at will. 
There is a relation between the negative pressure and the 
number of monocytes separating off, but the degree of 
stretching of skin should also be taken into consideration 
as well as the site of application. For ordinary work 
a simple cup may be used, the stretching of the skin being 
controlled. . 

A blood film is then made from the area previously 
covered with the cup, and the total leucocyte count and 
monocyte count are determined. The monocytes are 
also studied qualitatively. The endothelial elements 
may appear as macrophages of different sizes. They may 
be small, hardly larger than a lymphocyte, or gigantic, 
2 to 3 times larger than a monocyte. They may have 
many different shapes: round, oval, oblong, with tails, 
with pseudopodia, often with vacuolated protoplasm 
containing phagocytic inclusions. The largest number of 
endothelial cells is obtained after 20 minutes of cupping. 
If the endotheliosis is very pronounced, the results are 
obtained after 5 to 15 minutes, with a low negative 
pressure and a slight stretching of the skin. 


General | 


The “‘ cupping’ test may reveal in healthy people a 
latent form of endotheliosis, especially in patients with 
a latent septic focus. In these patients the endothelium 
is in a state of chronic irritation; they are more prone 
to develop endocarditis and may need prophylactic 
treatment such as enucleation of tonsils or extraction of 
carious teeth. After severe tonsillitis, the cupping test 
may reveal a latent endotheliosis. T. Guercken 


197, Reversible Cellular Permeability Alterations in 
Disease. Jn vivo Studies on Sodium, Potassium and 
Chloride Concentrations in Erythrocytes of the Malarious 
Monkey . 

R. R. OverRMAN. American Journal of Physiology 
[Amer. J.-Physiol.] 152, 113-121, Jan., 1948. 4 figs., 
13 refs. 


The distribution of the native ions sodium, potassium, 
and chloride was examined in the bloods of 15 Macaca 
mulatta monkeys before and after infection with Plas- 
modium knowlesi. The plasma levels of these ions 
were practically unaltered, but great changes were 
found in the non-parasitized erythrocytes. The average 
sodium content was increased by over 100%, and there 
was a concomitant fall in erythrocyte potassium and a 
rise in chloride ions. Since the sodium and potassium 
concentration changes were in opposite directions, water 
shifts could not account for the phenomenon. Sulpha- 
diazine therapy caused a reversal of these changes in the 
early phase of the disease. Study of the urinary ionic 
excretion indicates that renal regulation prevents signi- 
ficant alterations in plasma concentrations of the ions. 
Lack of correlation between the ionic shifts and haemato- 
crit values suggests that the altered permeability is not due 
to the increasing anaemic anoxia. A high degree of 
correlation between the severity of the parasitaemia and 
the extent of the ionic shifts suggests that cellular per- 
meability is altered either by a direct toxic effect of the 
parasite or by the influence of the paroxysmal or febrile 
course of the disease. E. F. McCarthy 
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198. The Diagnosis and Treatment of Hay Fever with 
Particular Reference to the Ragweed Type 

F. K. HAnseL. Laryngoscope [Laryngoscope, St. Louis] 
58, 380-395, May, 1948. 3 figs., 5 refs. 


Some details are given of 75 patients who were treated 
during the 1947 ragweed season. In 71 of these patients 
the hay-fever began before the age of 40. There were 
twice as many males as females under the age of 21 years; 
after that age sex incidence was about equal. In the 
management of hay-fever two problems are distinguished: 
the control of non-pollen sensitivities and the pollen — 
therapy itself. For the latter the co-seasonal method 
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was used, and injections were given (intracutaneously or 
subcutaneously) every 1 to 3 days. The author found 
that a dilution of pollen extract of 0-03 to 0-05 ml., 
causing a wheal of 18 to 20 mm. in diameter, was the most 
effective. In only 12% of the patients treated were the 
results poor to fair, in 73% they were very good or 
excellent. It is stated that hay-fever may be acquired 
by massive exposure; the only evidence presented is the 
observation that the first symptoms appear, in some cases, 
after the patient has been staying in an area with a high 
atmospheric concentration of pollen. H. Herxheimer 


199. Nasal Desensitization in Allergy 
G. Doyte. Medical Journal of Australia [Med. J. Aust.} 
2, 94-97, July 24, 1948. ’ 


For 10 years the author has treated patients suffering 
from hay-fever, asthma, and allergic rhinitis by injecting 
desensitizing extracts, not into the skin but into the nasal 
mucosa. [The number of cases so treated is not men- 
tioned.] Local analgesia of the mucous membrane is 
carried out by a pledget of cotton-wool soaked’in 1% 
** neosynephrine’’, “ privine”’, or 10% benadryl’’. 
The injection is made with a short-bevelled needle 
curved sharply at its tip. After skin testing, the treatment 
is begun with intradermal injections. When a certain 
degree of immunity has been produced, the injections are 
continued intranasally, the initial dose being 0-025 ml. 
which is repeated if any reaction occurs and increased by 
the same amount if there is no reaction. When a dose of 
1 ml. has been reached the treatment is interrupted for 
3 months. The advantages of the method are that 
immunity is achieved more quickly and that both local 
and general immunity are obtained. The results are 
especially striking in allergic rhinitis. There were only 
2 cases of severe allergic reactions in the 10 years. 

H. Herxheimer 


200. Inverted Action of Adrenaline in Anaphylaxis. 
(Action inverse de l’adrénaline dans la paraphylaxie 
(anaphylaxie)) 

D. DANIELOPOLU. Bulletins et Mémoires de la Société 
Médicale des Hépitaux de Paris [Bull. Soc. méd. Hép. 
Paris] 4, 662-665, June 4 and 11, 1948. 1 fig., 2 refs. 


The author observes that adrenaline is not always 
effective in controlling anaphylactic shock or asthmatic 
attacks, doses of 1 mg. or less subcutaneously actually 
aggravating these conditions in certain individuals. A 
patient who had received anti-diphtheritic serum 14 
years previously developed severe anaphylactic shock 
soon after an injection of less than 1 ml. of anti-tetanus 
serum followed by | mg. of adrenaline subcutaneously. 

In guinea-pig experiments, small doses of adrenaline 
predisposed to shock, which was aggravated by ergot- 
amine, whereas large doses prevented shock, atropine 
enhancing this anti-anaphylactic effect. This double 
action of adrenaline is referred to as ‘“‘ amphomimetic ”’, 


the predominating effect being either sympatheticomi- . 


metic (Amph. S.) or parasympatheticomimetic (Amph. P.). 
The Amph. P. state is believed to be due to liberation 
of acetylcholine in the end-organ cells by small doses of 
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adrenaline. Increasing dosage of adrenaline does not 
produce a proportional increase in acetylcholine, so that. 
a point is reached (isometric point) when the two sub- 
stances neutralize each other. With larger doses the 
adrenaline exceeds the acetylcholine liberated, and an 
Amph. S. state results. In an experiment described, the 
addition of adrenaline to a bath of Tyrode solution con- 
taining a piece of rabbit intestine resulted in the appear- 
ance of acetylcholine in the bath. Acetylcholine is 
thought to be present in the tissues as an inactive com- 
pound, being liberated by nervous stimuli, antigens, and 
adrenaline. Addition of choline increases the con- 
centration of inactive compound available, so that 
an enhanced Amph. P. response occurs with adrenaline. 
In anaphylaxis there is a hyperconcentration of choline, 
which converted to acetylcholine produces anaphylactic 
shock. 

A theory of immunity is proposed in which circulat- 
ing antigens liberate acetylcholine in the tissues; this 
stimulates production of globulins, which after contact 
with antigen become specific antibodies of immunity 
(phylaxis). Persisting antigen increases acteylcholine 
and consequently choline concentration in the tissues, 
this being termed paraphylaxis rather than anaphylaxis 
because it occurs concurrently with immunity. Libera- 
tion of acetylcholine by further introduction of antigen 
leads to paraphylactic shock. Similarly, in the patient 
who received antiserum, a hyperconcentration of acetyl- 
choline cqused an Amph. S. dose of adrenaline to become 
Amph. P., aggravating the paraphylactic shock. 

Because adrenaline subcutaneously may predispose 
to local gas gangrene infection, intravenous injection of 
1 ml. of 1 in 200,000 solution is recommended for 
urgent cases, preceded by two intravenous injections of 
0-5 mg. atropine to prevent any Amph. P. effect. In the 
author’s opinion subcutaneous adrenaline should no 
longer be used. He suggests that as shock is due to 
acetylcholine, histamine being chronologically secondary 
and the liberation of potassium an additional factor, 
drugs such as amidopyrine, “‘ antergan’’, ““ RP 3277” 
or caffeine which prevent the action of the above sub- 
stances in various degrees might be used instead. Caffeine 
completely prevents shock in the guinea-pig. 

[isoPropyladrenaline perlingually or by inhalation 
would appear to be an improvement on subcutaneous 
adrenaline which most physicians will continue to use 
until these other drugs have been proved as effective and 
harmless. The importance of acetylcholine in anaphyl- 
axis and allergy is becoming increasingly recognized, 
particularly amongst French investigators.] J. Ansell 


201. Antihistamine Drugs in Hay Fever. 
tive Study with Other Therapeutic Methods 
W. I. Wetss and R. M. Howarp. Journal of Allergy 
[J. Allergy] 19, 271-277, July, 1948. 1 fig., 11 refs. 


Treatment with either “ neoantergan’’ or “ pyri- 
benzamine ”’ alone gave satisfactory relief to about 70% 
of patients with hay-fever but was not so effective as 
hyposensitization therapy with or without administration 
of an antihistamine drug. Best results, 89% of patients 
being relieved, were obtained from hyposensitization plus 
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50 to 100 mg. of pyribenzamine 3 or more times daily 
by mouth. Hyposensitization plus neoantergan therapy 
gave relief to 78-9% of patients. Side-effects, particularly 
drowsiness, were seen more commonly after neoantergan 
(70% of 66 patients) than after pyribenzamine (36% of 
53 patients). Eighteen of an unstated number of patients 
receiving placebo tablets also complained of drowsiness 
after the subjects had started to compare notes. Al- 
though relieving hay-fever symptoms, the antihistamine 
substances did not prevent the development of seasonal 
asthma. Derek R. Wood 


202. Anthisan in the Treatment of Allergic Rhinitis 
A. G. S. CALDER. Lancet [Lancet] 1, 863-864, June 5, 
1948. 6 refs. 


“ Anthisan”’, antistin’’, “‘ benadryl and pyri- 
benzamine ”’ are the most promising of the antihistamine 
drugs. A series of 48 patients was treated with anthisan ; 
44 of these were followed up and completed the course of 
treatment. The dosage was 0-6 g. a day for adults and 
0:3 g. daily for children. Six patients with hay-fever 
were treated; in 5 the attacks ceased, and only slight 
symptoms remained in the other case. Thirty-eight 
cases of vasomotor rhinitis were treated, with 29 successful 
results. Side-reactions developed in only 4 of the 44 
cases, and were never severe. Geoffrey McComas 


203. Clinical Evaluation of Neohetramine, a New Anti- 
histamine 

G. L. WaLpsott and R. BorDEN. Annals of Allergy 
[Ann. Allergy] 6, 305-306 and 316 and 321, May-June, 
1948. 1 ref. 


The authors report a clinical test with a new anti- 
histamine drug, ‘‘neohetramine’’. The chemical 
formula of this substance is 2(N-dimethylaminoethyl-N- 
p-methoxybenzyl)-aminopyrimidine monohydrochloride. 
The authors treated 279 allergic patients with 50 mg. 
neohetramine 4-hourly. Cases of urticaria (86% im- 
proved) and rhinorrhoea (68°, improved) responded 
best. Only 18°% of 75 asthmatics were benefited. Side- 
effects (drowsiness and dizziness) were noted in 10-4°%. 
Muscular twitching was observed in several patients 
after administration of this drug. R. S. Bruce Pearson 


204. Experimental and Clinical Studies of Neohetramine, 
a New Antihistaminic Agent 

S. FRIEDLAENDER and A. S. FRIEDLAENDER. Journal of 
Laboratory and Clinical Medicine [J. Lab. clin. Med.] 33, 
865-868, July, 1948. 3 refs. 


Neohetramine the pyrimidine isostere of neo- 
antergan or anthisan”’, was found to be less potent 
experimentally than other antihistamine agents: Thus 
5 mg. per kilo and 3 mg. per kilo intraperitoneally, 
respectively, were required to give 100% protection in 
guinea-pigs against death due to intravenous histamine 
and to protect 70% of 10 guinea-pigs from death due to 
anaphylactic shock. Clinically it was most effective, 
like other antihistamine substances, in hay-fever (in 37 


of 58 cases), vasomotor rhinitis (26 of 50 cases), and acute 
urticaria (6 of 6 cases). Only 11 of 40 asthma patients 
were helped and the benefit was not striking. Several 
patients who did not tolerate other antihistamine sub- 
stances obtained relief from neohetramine. Its main 
advantage is in the low incidence of reactions, which 
occurred in only 17 of 140 patients. Drowsiness and 
gastro-intestinal irritation were each noted in 5 patients. 
The optimum adult dose is 100 mg., usually every 4 or 
6 hours. Derek R. Wood 


205. Levels for Pyribenzamine and Benadryl in Blood 
and Urine Following a Single Orally Administered Dose 
T. H. McGavack, I. J. DrekTer, S. SCHUTZER, and A. 
Hester. Journal of Allergy {J. Allergy] 19, 251-255, 
July, 1948. 2 figs., 7 refs. 


This work was done to determine the relation of 
absorption and excretion to the differences between 
the side-effects of pyribenzamine”’ and benadryl’’. 
The substances were estimated by a modification of 
the method of Brodie and Udenfriend (J. biol. Chem., 
1945, 158, 705) for determination of secondary amines. 
Blood and urine were examined before and after oral 
administration, to 10 fasting patients, of 400 mg. of each” 
substance at intervals of 1 week. Peak concentrations 
in blood of 0-5 to 1:8 yg. per ml. (average 1-07 jug. per 
ml.) were reached 90 to 120 minutes after benadryl 
administration; 7 of the subjects complained of drowsi- 
ness or dizziness in the first 2 hours. After pyribenz- 
amine administration, the concentration in the blood 
did not show an appreciable rise until 120 minutes and 
was still rising at 180 minutes. Severe nausea and 
dizziness were prominent in 6 of 7 patients complaining 
of side-effects. In 24 hours, 46% of benadryl and 20-1% 
of pyribenzamine were excreted in the urine. It is con- 
cluded that the effects of benadryl which are mainly on 
the central nervous system, compared with the gastro- 
intestinal symptoms after pyribenzamine, are partly due 
to more rapid absorption of benadryl with resulting 
higher blood levels. Pyribenzamine causes mainly spasm 
of the duodenum while benadryl has a relaxing and 
sedative effect. The differences in absorption may be 
secondary to these motor effects. Derek R. Wood 


206. Neohetramine: An Experimental and Clinical 
Evaluation in Allergic States 

L. H. Criep and T. H. Aaron. Journal of Allergy 
[J. Allergy] 19, 215-224, July, 1948. 3 figs., 3 refs. 


‘*Neohetramine”’’ is related to “ neoantergan” 
(“‘anthisan”’), having a pyrimidine ring in place of the 
pyridine ring of the latter. Observations on the acute 
toxicity to guinea-pigs and the antihistamine and anti- 
anaphylactic potency of this substance are compared 
with the results of other workers for other antihistamine 
substances. It is claimed that neohetramine is less 
toxic than, and compares favourably in antihistamine 
potency with, other antihistamine substances. [In the 
absence of a direct comparison under identical conditions, 
the figures given for the relative activity of neohetramine 
cannot be regarded as accurate.] Neohetramine decreased 
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the whealing produced by intradermal ‘injection of hist- 
amine or ragweed antigen. The vital capacities of 21 
patients with bronchial asthma were measured before and 
after giving 50 mg. of neohetramine orally; no definite 
correlation was found between alterations in vital 
capacity and clinical improvement. Seven of 9 patients 
who were clinically improved had an increase of 25% or 
more in vital capacity. Side-effects were noted in 10% 
of 249 patients who received neohetramine. Nervous- 
ness and palpitations occurred in 24% of these and 
drowsiness, nausea, and insomnia each in 16%. Figures 
for the clinical effectiveness of neohetramine in allergic 
states are similar to those reported for other anti- 
histamines, for example, 82% of 124 hay-fever patients 
had partial or complete relief of symptoms. Neo- 
hetramine appears to be as valuable as other antihist- 
amine substances in the treatment of the allergic state, 
while producing fewer side-effects. Derek R. Wood 


207. The Induction of Asthmalike Attacks in Subjects 
with Idiopathic ” Asthma 

F. C. Lowext and I. W. ScHILLeR. Journal of Allergy 
[J. Allergy] 19, 172-177, May, 1948. 8 refs. 


In 7 patients with intrinsic asthma the authors 
attempted to induce an asthmatic attack by inhalation of 
either certain allergens, or histamine or mecholyl as an 
aerosolized watery solution. The onset of the asthmatic 
attack was followed by recording the decreasing vital 
capacity on a moving drum. In 3 of the 7 patients 
asthmatic attacks were induced by allergenic extracts; 
the remaining 4 patients showed no reaction, but became 
asthmatic on inhalation of histamine or mecholyl; skin 
tests in this group were negative. H. Herxheimer 


208. Blood Histamine Determinations after Intravenous 
Injection of Adrenaline in Cases of Allergy and Neuro- 
vegetative Disturbances. (Bluthistaminbestimmungen 
nach intravenéser Adrenalininjektion bei allergischen 
und neuro-vegetativen St6rungen) 

A. W. Surkes. Schweizerische Medizinische Wochen- 
schrift (Schweiz. med. Wschr.| 78, 662-664, July 10, 1948. 
3 figs., 24 refs. ; 


Adrenaline was administered intravenously to 24 
patients at the rate of 0-02 mg. per minute for 10 minutes. 
Histamine was estimated according to the method of 


Barsoum and Gaddum modified by Code. For this 
purpose venous blood was taken before, during, and at 
the end of the adrenaline infusion and 10 minutes after- 
wards. The subjects were divided into three groups 
according to their reaction. The first group (13 patients) 
included normal subjects and patients with different 
conditions. The histamine content of their blood varied 
between 20 and 90 yg. per litre before adrenaline in- 
fusion; it increased by 30 to 50% and returned to its 
initial value 10 minutes after the end of the infusion. 
The second group (8) included patients with ‘“ neuro- 
vegetative ’’ or allergic disorders. The histamine content 
of the blood, which varied between 140-and 220 pg. 
before administration of adrenaline, increased in the same 
proportion and returned to its initial value as in group 


(1), except in 1 patient with chronic asthma, in whom 
adrenaline caused the histamine level to fall. The third 
group (3) included a case of congenital pruritus, 1 of 
angioneurotic oedema, and 1 of urticaria and migraine, 
The initial histamine values lay between 160 and 280 yg,; 
adrenaline increased them to between 330 and 650 yg,, 
and the initial values were not reached 10 minutes after 
the infusion. © H. Herxheimer 


209. Thephorin, a New Antihistaminic. 
J. Peters. Illinois Medical Journal {Illinois med. J.) 93, 
314-318, June, 1948. 4 refs. 


**Thephorin’”’ (2-methyl-9-phenyl-tetrahydro-1-pyridin- 
dene), a new antihistamine drug, has been tried in 140 
cases: 68 patients with hay-fever, 34 patients with hay- 
fever and asthma, 16 with asthma, 10 with vasomotor 
rhinitis, 10 with dermatitis, and 2 with migraine. The 
usual dose-was 25 mg. two or three times a day. The 
results were uniformly good: the drug was effective in 
97% of the cases of hay-fever, in 91% of the cases of 
hay-fever and asthma, and in 75% of cases of asthma. 
[There is no indication whether these cases were mild or ° 
severe, or how the beneficial effect was assessed; the 
period of treatment lasted for from 1 to 8 weeks, and the 
question of acquired tolerance is not discussed.] Re- 
actions (mainly nausea and nervous feeling) were rare 
and occurred in 11% of the cases. H. Herxheimer 


210. Skin Tests with Endocrine Substances: Method of 
Zondek and Bromberg 

R. L. Baer, V. H. Witten, and J. R. ALLEN. Annals of 
Allergy [Ann. Allergy] 6, 239-251, May-June, 1948. 
13 refs. 


Skin tests with endocrine materials were carried out 
on 38 subjects suffering from dermatoses which were 
apparently related to menstrual function or the meno- 
pause. Only the steroid hormones were used, including 
oestrone, oestradiol, progesterone, testosterone, andro- 
sterone, and desoxycorticosterone acetate. These were 
dissolved in neutralized olive oil and injected (0-1 ml.) 
into “* the deeper layers of the skin’’. This is important 
because olive oil itself gives rise to non-specific reactions 
if injected intradermally in the usual way. Reactions 
were considered positive if swelling and erythema (1-5 to 
3 cm. in diameter) were observed after 24 to 48 hours 
at the site of injection. If reactions were doubtful 1 ml. 
of the test hormone was injected subcutaneously away 
from the site of the previous injection; if the original 
test area showed reddening and itching 3 to 5 hours after 
the second injection, the “* recurrent test reaction”’ was 
said to be positive. Sometimes the injection site showed a 
** retarded reaction ’’ which developed or recurred during 
the next or successive premenstrual phases. 

Of the 38 patients tested, 5 were sensitive to the olive 
oil vehicle and were therefore excluded. Of the remaining 
33, 4 gave positive hormonal tests; 1 with urticaria 
reacted to oestrone and another to oestradiol, and | 
with acne to progesterone. The fourth patient, with 
pruritus ani, gave a positive “retarded reaction” to 
oestradiol before the succeeding menses. Questionable 
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and inconclusive reactions were obtained from 11 
patients. The two patients with urticaria were desensi- 
tized with increasing doses of the particular hormones 
which caused reactions, with very marked improvement. 

Of 64 patients with dermatoses not related to men- 
struation or the menopause none gave positive reactions, 
but 13 gave questionable reactions and 3 were sensitive 
to the olive oil vehicle. Further tests carried out to 


discover a more suitable vehicle than olive oil suggested 
that peanut oil might be less irritating. 
R. S. Bruce Pearson 


METABOLIC DISORDERS 


211. Exogenous Hemochromatosis Resulting from Blood 
Transfusions 

§. O. ScHwarTz and S. A. BLUMENTHAL. Blood [Blood] 
3, 617-640, June, 1948. 9 figs., 40 refs. 


Five patients suffering from anaemias of different 
types, who had received multiple transfusions, amount- 


ing to between 10-5 and 37:5 litres each, died, and at 


necropsy were found to have haemochromatosis. Ai\{l 
showed haemosiderosis and cirrhosis of the liver, and 3 
marked fibrosis of the pancreas; 2 had diabetes mellitus 
while alive. The intensity of haemosiderosis and 
fibrosis appears to increase as the volume of transfused 
blood increases and with the survival of the patient. 

A review of a further 8 cases from the literature suggests 
that this type of haemochromatosis is a result of the 
accumulation of haemosiderin and haemofuscin resulting 
from the breakdown of the large volumes of blood 
transfused and should be termed “ exogenous haemo- 
chromatosis ”’, in contrast to the classical idiopathic or 
endogenous form, which is probably due to an abnormal 
mechanism for absorption of iron from the gut and may 
be inborn. 

[The abstracter has encountered 2 similar cases. This 
is an excellent review of a subject which has not received 
the attention it deserves, and which may prove to be 
important now that methods for the intravenous injection 
of large doses of iron have been perfected.] 

‘ G. Discombe 


212. A Case of Keratomalacia Cured by Penicillin and 
Vitamin A 

K. Rizk. British Journal of Ophthalmology (Brit. J. 
Ophthal. 32, 416-419, July, 1948. 4 refs. 


Keratomalacia is a rare disease in Egypt. The author 
describes a case of bilateral keratomalacia in a 2-year-old 
child characterized by the absence of any inflammatory 
reaction, by severe keratectasia, and by the xerotic 
condition of the conjunctiva and cornea. The anterior 
chamber was deep, but there was no hypopyon. The 
treatment consisted of administration of penicillin into the 
conjunctiva—drops of 2,500 units per ml. in the day-time 
and | intramuscular injection of 20,000 units of peni- 
cillin—oil-beeswax suspension at night-time. The treat- 
ment was continued for 2 days, then intramuscular 
injections of 0-5 ml. of a vitamin-A preparation were given 
twice weekly; 20% “ haliver-oil ’’ ointment was applied 
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locally and later “* dionine ’’ ointment was applied once 
daily in addition. ‘The epithelium covered all the surface 
24 hours after vitamin-A therapy was started. All 
ectasia disappeared in 5 weeks and the cornea resumed its 
original shape, but a dense central leucoma persisted in 
each eye. The author recommends the combination of 
subconjunctival injections of penicillin with local and 
general administration of vitamin A in the treatment of 
keratomalacia. J. Ungar 


213. Pellagra in India 
T. K. RAMAN. Indian Physician [Indian Physician] 7, 
141-172, June, 1948. 21 figs., bibliography. 


[Writing in 1936, the abstracter referred to an article 
by Megaw and Gupta (1927), in which it was stated that 
only a single well-authenticated case of pellagra had been 
noted in India, and to the cases published in the interval, 
including 4 by Raman in 1933.] In 1940 Raman 
reviewed the literature up to that date, and in the present 
article he gives references to the papers published since 
then. He then discusses 102 cases coming under his 
own observation in Vizagapatam. The following obser- 
vations are taken from his summary. 

“A clinical study of 102 cases of pellagra (including 
the 37 already reported) has been made in Vizagapatam, 
an endemic area for pellagra, where rice is the main 
article of diet. The introduction of maize as an item of 
diet since 1945 has not increased the incidence of pellagra. 
The classification used by the author in 1940 has been 
adopted, and 70 cases of primary pellagra, 5 of primary 
pellagra with incidental disease, and 27 of secondary 
pellagra were observed. 

Pellagra occurred in 0-:25% of the patients admitted to 
the medical wards and in 0-06% of the total number of 
patients admitted to the hospital. There were 86 males 
and 16 females. Symmetrical, exfoliative dermatitis 
with well-defined margins was the main diagnostic 
feature of pellagra. Pathological and biochemical 
investigations revealed low blood proteins and different 
types of albumin-—globulin ratios. Normal values were 
obtained after treatment. Detailed blood examination 
in 40 cases showed microcytic anaemia in 20, normocytic 
in 7, and macrocytic in 8, while in 5 the blood picture was 
normal. Gastric analyses in 17 cases revealed low acidity 
with no free hydrochloric acid in advanced cases; the 
acidity increased in some of the patients after treatment, 
while in others achlorhydria persisted. 

Treatment consisted in a liberal diet with milk, eggs, 
butter, and liver soup, hydrochloric acid in cases in 
which there was diminished acidity and free hydro- 
chloric acid was absent, and intramuscular injections of 
from 2 to 4 ml. of crude liver extract daily or on alternate 
days, depending upon the seriousness of the disease. 
Nicotinic acid was given in larger doses of 100 to 1,000 
mg. a day either by mouth or by injection, and rapid 
improvement resulted, especially in cases in which there 
were mental symptoms.” 

[Though there is nothing new in the present observa- 
tions and in the general discussion of the subject, this 
article will be of much help to practitioners in India.] - 

H. S. Stannus 
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214. Measurement of the Total Transverse Diameter of 
the Heart by Direct Percussion 

W. D. Stroup, M. W. Stroup, and D. S. MARSHALL. 
American Heart Journal [Amer. Heart J.| 35, 780-786, 
May, 1948. 6 figs., 2 refs. 


In 333 examinations of 305 patients the transverse 
diameter of the heart as measured by direct percussion 
was compared with that obtained from a teleradiograph ; 
74% of the values obtained from percussion were within 
+.10% of the values obtained from radiography and 88% 
were within -+-15% of the radiographic values. Fifty- 
five comparable examinations on 45 women gave similar 
results. The clinical method of percussing the heart 
size appears therefore to be of value. H. E. Holling 


215. The Use of Vitamin E in Heart Disease 

S. Baer, W. I. Heine, and D. B. GELFOND. American 
Journal of the Medical Sciences [Amer. J. med. Sci.] 215, 
542-547, May, 1948. 14 refs. 


The effect of vitamin E orally in doses of 300 to 400 mg. 
daily was observed in 22 patients with various forms of 
heart disease. Eleven patients had varying degrees of 
congestive heart failure; 3 of these were listed as “* ques- 


tionably improved ”’, while the remainder either were no 
better or were worse. There were 5 patients with 
angina pectoris; in 2 of these the improvement was very 
doubtful, 2 were unaffected, and 1 was worse. The 
remaining 6 patients, who had hypertension and/or 
arteriosclerotic heart disease, were unaffected by the 


treatment. The authors conclude that, although their 
numbers are few, they cannot, from the evidence, 
recommend vitamin E in the treatment of congestive 
heart failure, angina pectoris, or hypertension. 

C. Bruce Perry 


216. The Electrocardiogram in Biliary Tract Disease 
and During Experimental Biliary Distension. Clinical 
Observations on 26 Patients 

G. B. HopGe and A. L. Messer. Surgery, Gynecology 
and Obstetrics [Surg. Gynec. Obstet.] 86, 617-626, May, 
1948. 14 figs., 21 refs. 


The effect on the electrocardiogram of experimental 
distension of the biliary tract was investigated in 26 
patients undergoing surgery of the biliary tract. Sterile 
normal saline solution was introduced under pressure 
through a cannula into the gall-bladder or through a 
rubber T-tube into the common bile duct; the maximum 
pressure used was 100 cm. of water. Twenty-two of the 
patients had chronic cholecystitis, 3 had previously had 
cholecystectomy, and | had a carcinoma of the head of 
the pancreas associated with chronic cholecystitis and 


cholelithiasis. In one group of 14 patients gall-bladder 
distension and electrocardiographic studies were carried 
out simultaneously during operation. Electrocardio- 
grams were taken before and after anaesthesia, before, 
during, and 10 minutes after distension of the gall- 
bladder, and several days after operation. Of a second 
group of 13 patients the common bile duct was distended 
in 12 patients and the gall-bladder in | patient, without 
medication or anaesthesia, 10 or more days after opera- 
tion. Observations were also made on pain, respiration, 
and blood pressure. None of the patients had angina 
pectoris or myocardial infarction and in none did dis- 
tension of the common bile duct or gall-bladder cause 
anginal pain. All patients who experienced pain 
during distension of the common bile duct or gall-bladder 
complained of respiratory distress during distension and 
in the majority there was a rise in blood pressure. No 
constant electrocardiographic changes were found as a 
result of the distension; the control records obtained 
before operation included abnormal as well as normal 
tracings. Five patients showed changes in the electro- 
cardiograms during the pre-operative and post-operative 
periods. It is concluded that ‘changes in the electro- 
cardiogram in patients with biliary tract disease are 
variable and may be coincidental, and that it is not 
justifiable to speak of improvement of the cardiac condi- 
tion as a result of biliary surgery on the basis of a single 
pre-operative and post-operative electrocardiogram, 
since serial tracing may show instability of the electro- 
cardiographic pattern, especially of the T waves. 
A, Schott 


217. A Cardiac Function Test Based on Anoxia Induced 
by Rebreathing Air 

A. A. and H. H. SHaApiro. Wisconsin 
Medical Journal (Wis. med. J.] 47, 571-582, June, 1948. 
7 figs. 


This is a report of an investigation carried out at an 
American army station hospital in 1942. It is based on 
42 observations in 33 individuals of whom 11 were normal 
controls, 8 had some cardiovascular condition, 5 had 
neurocirculatory asthenia, 5 valvular disease of the 
heart, and 4 coronary heart disease. The test consisted 
of the rebreathing of room air, an ordinary basal meta- 
bolic machine being used; a respiratory tracing was 
taken. Unless the patients became distressed, rebreath- 
ing was allowed to continue for 5 to 6 minutes. Electro- 
cardiograms were taken before, during, and after the 
test. Cyanosis occurred in every case, but was cleared 
by one or two breaths of room air. Oxygen was never 
required. The main conclusion is that the spirometric 
tracings of the patients with heart disease closely re- 
sembled those of the controls. Definite changes were 
found in the electrocardiograms of the patients with 
coronary disease, consisting of depression of the RS-T 
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segment, and alterations in the height or direction of the 
T wave, particularly in Lead IV. It is claimed that this 
is a “ cardiac function ’’ test which is safe, reliable, and 
easily performed. 

[These results merely confirm much previous work 
indicating that in coronary disease changes can be pro- 
duced in the electrocardiogram by the induction of anoxia, 
just as they often can by exercise. The procedure, 
however, is not so safe as is suggested in this paper, and 
it is certainly not one.which should.be carried out in a 
patient with, or suspected of, coronary disease, except by 
an experienced physician. An interesting feature of the 


paper is the absence of any reference to the well-marked 
changes in spirometric tracings reported by Christie 
(Quart. J. Med., 1935, 4, 437) in certain cases of respira- 
tory neurosis.] 


William A. R. Thomson 


218. Bilateral Blood Pressure Measurements with the 
“ Combitonograph ’’. (Doppelseitige §Blutdruckmes- 


 sungen mit dem Combitonographen) 


J. Heppagus. Zeitschrift fiir Kreislaufforschung {[Z. 
KreislForsch.| 37, 297-302, June, 1948. 1 fig., 3 refs. 


Arterial blood pressure was measured simultaneously 
in the two arms, and in a number of cases a, significant 
difference between the two pressure readings was found. 
There was no apparent physical cause for the discrepancy 
so a difference in the elasticity and lumen of the arteries 
of the two arms was suggested. 

[The instrument used for measuring the pressure was a 
“combitonograph ”’, similar to a Pachon oscillometer, 
and this is generally regarded as an unsatisfactory means 
of measuring blood pressure.] H. E. Holling 


219. Hyperplasia of Cardiac Muscle Fibres 

T. E. Lowe and E. W. Bate. Medical Journal of 
Australia [Med. J. Aust.] 1, 618-620, May 15, 1948. 
3 figs., 12 refs. 


Measurements of the diameters of cardiac muscle 
fibres and their histological appearances in the muscle 
layers of the left ventricle of an enormous heart are 
recorded. The heart, which weighed 2,340 g. when 
fresh, was that of a man, aged 22 years, who “ dropped 
dead while dancing”. The left ventricular wall was 
approximately twice as thick as normal and the right 
ventricle appeared as a small appendage to the left. 
There was gross aortic valvulitis with marked stenosis. 
Histologically, the salient findings were syphilis of the 
aorta and chronic rheumatic myocarditis. In the three 
layers of the left ventricle many of the muscle fibres were 
split longitudinally into two smaller fibres containing two 
adjacent nuclei. Histograms showing the frequency 
distribution of fibre size in various muscles (only those 
fibres were measured which were histologically normal) 
revealed a lack of uniform enlargement of the mean 
fibre diameter in the various layers. The important 
finding was that, “* while the frequency distribution of 
fibre size in the outer layer followed a normal curve, that 
of the three inner layers was skewed towards smaller 
fibre size”’. -It is suggested that this could be accounted 
for on the basis of two hypotheses: (a) irregular enlarge- 


ment of the fibres in the layers so that only some had 
reached the “limit of hypertrophy ” while most had 
enlarged to a lesser degree; (5) multiplication of fibres. 
The latter is favoured, and in support of it attention is 
drawn to the histological findings—splitting of muscle 
fibres and presence of multiple nuclei per fibre. 

[This is a useful contribution to the long-standing 
controversy on whether’ hyperplasia can occur in 
mature heart muscle. One case does not make fact of 
hypothesis, but.even though.some of the evidence is 
indirect it is difficult not to accept the findings as indica- 
tive of the presence of hyperplasia in this particular case.] 

William A. R. Thomson 


220. Serum Protein in Cardiac Patients. (Serum- 
proteiner vid hjartsjukdomar) 

G. Bi6rcK, S. HEDLUND, J. KARNELL, and H. KArRNI. 
Nordisk Medicin [Nord. Med.} 38, 1179-1182, June 11, 
1948. 3 figs., 20 refs. 


The authors report rather discursively the results of 
serum protein estimations on 147 patients with various 
forms of heart disease admitted to the Sédersjukhus, 
Stockholm, between autumn, 1946, and the end of 1947. 
Proteins were estimated by Kingsley’s method as modi- 
fied by Lehmann (Nord. Med., 1947, 33, 338). Globulin 
is rarely reduced but albumin is in two-thirds of the cases, 
especially if there is heart failure, oedema, or evidence of 
liver disease as shown by the other usual tests. Owing, 
however, to the multiplicity of factors governing the 
concentration of protein in the blood (absorption, 
utilization, synthesis, dilution, and loss) and the fact that 
most of these factors are affected in some way by cardiac 
decompensation, interpretation is very difficult. 

In recovery from heart failure, the albumin content 
increases as does also the erythrocyte sedimentation rate, 
possibly due to a rapid increase in fibrinogen. These 
increases are thought to be due to improvement in liver 
function and appear to be little related to diet, though the 
authors recommend use of protein hydrolysates. They 
admit however that no increase in the serum proteins 
may be detectable while decompensation persists and 
stress the importance of not giving hydrolysates, which 
contain an appreciable amount of salt. 

A. M. M. Wilson 


221. Serum Cholesterol Values in Cardiac Patients. 
(Kolesterinaemi vid hjartsjukdomar) _ 
G. Bi6rcK and H. KARNI. Nordisk Medicin [|Nord. Med.] 
38, 1175-1179, June 11, 1948. 15 refs. 


The authors discuss the value of cholesterol estimations 
in patients with heart disease, based on the estimations 
carried out on 314 patients in the cardiac clinic of the 
Sédersjukhus in Stockholm. Sackett’s modification of 
Bloor’s method was used. 

The values varied considerably within an age group or 
disease group and even in the same patient at different 
times, but on the whole values were higher in women 
than in men, in old people than in young ones, and in 
patients with cardiac sclerosis than in those with other 
types of heart disease. The level tended to fall after 
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admission to the ward irrespective of the diagnosis. 
The authors conclude, in agreement with Josephson 
(Nord. Med., 1947, 33, 498), that a single estimation is 
almost useless and that though repeated ones may be 
of diagnostic assistance-in cases of liver disease, essential 
hypercholesterolaemia, and thyroid disease, they are of 
very doubtful value in the differential diagnosis of cardio- 
vascular conditions. A, M. M. Wilson 


222. The Digitalis Sensitivity of Penicillin-treated 
Patients. (A penicillinkezeltek digitalis érzékenységérél) 
L. Mosony1, A. Szenpe!, and J. PorszAsz. Orvosi 
Hetilap [Orv. Hetil.| 89, 149-154, May 30,1948. 4 figs., 
16 refs. 


In accordance with the observations of other workers, 
especially Christie, the authors noticed that decompensa- 
tion in cases of subacute bacterial endocarditis treated 
with penicillin did not as a rule respond to digitalis, and 
that tachycardia in particular remained refractory. In 
a series of animal experiments the authors exammed 
the influence of penicillin on digitalis sensitivity. The 
method used was based on that of Méhes and Péter 
[Arch. exp. Path. Pharm., 1934, 176, 226) who determined 
the sensitivity of pigeons to crystalline digitoxin by 
counting and recording the number of times the birds 
vomited in the first 6 hours after injection of the drug. 
Similarly, the present authors tested sensitivity before 
and after a 3 weeks’ course of penicillin. The doses 
employed were: digitoxin 0-2 mg. per kilo, and penicillin 
7,000 units per kilo daily, given in 2 daily injections. 
The differente in the frequencies of vomiting produced 
by digitoxin before and after penicillin administration 
was insignificant, but a ‘‘ paradoxical digitalis effect ”’ 
was observed, in that after penicillin there was no reduc- 
tion of the heart rate, but, on the contrary, a considerable 
increase. The electrocardiogram showed a _ shorter 
P-R interval and a general increase in the amplitude of 
deflections. The usual vagotropic digitalis effect was 
thus transformed into a sympathicotropic effect. The 


authors consider that penicillin increases the serum con- . 


centration of glutathione, which is an activator of 
cholinesterase; on the other hand, the paradoxical effect 
indicates myocardial damage, probably of toxic origin, 
due to penicillin. Vilma Samet 


223. On the Significance of Abnormal Forms of the 
Ballistocardiogram: A Study of 234 Cases with 40 
Necropsies 

1. STARR and R. L. Mayock. American Journal of the 
Medical Sciences [Amer. J. med. Sci.] 215, 631-650, 
June, 1948. 2 figs., 15 refs. 


The normal ballistocardiogram during cardiac systole 
consists of a W-shaped complex With a tall middle peak 
which is called the J wave. The downward peaks 
immediately before (I) and after (K) are smaller and 
normally nearly symmetrical. During diastole there are 
no very significant waves and any after-vibration of 
significant magnitude must be judged as abnormal. 
Experience with the ballistocardiogram in many hundreds 
of cases has revealed the presence of abnormal forms in 


234 instances. Complexes are abnormal if the I or J 
waves are rounded, flattened, or notched. Confused 
records demonstrate abnormal rhythms or conduction 
defects; such records constituted 105 of the present 
series. In the other 129 the predominant change was an 
abnormal form of the ballistocardiogram. The majority 
of these consisted of abnormalities in the I or J wave or 
both combined, but in 14 instances some abnormality 
occurred during diastole. The common forms of heart 
disease were usually accompanied by ballistocardio- 
graphic abnormalities, hypertension, however, being less 
likely to cause abnormal change. Clinical improvement 
was frequently accompanied by improvement in the form 
of the record: abnormalities were also common after 
severe surgical operations, returning to normal during 
convalescence. In severe anaemia records abnormal 
in form returned to normal with the blood count. 
Many of the diagnoses in the series were confirmed at 
necropsy. 

It is to be noted, however, that normal ballistocardio- 
grams may be found in patients with structurally ab- 
normal hearts. An abnormal ballistocardiogram repre- 
sents rather an important abnormalitity of cardiac func- 
tion, and the abnormality is usually of serious prognostic 
significance. The form of the ballistocardiogram is 
determined by the cardiac ejection velocity curve. Ab- 
normal ejection from the left ventricle in a case of left 
ventricular aneurysm produced a flattened or notched J 
wave. Similar disturbances might be seen in cases of 
bundle-branch block, but not always. In some instances 
an abnormality present during expiration might revert 
towards normal during inspiration. This suggests that 
more normal contraction occurs when the heart is well 
filled in diastole. In a few patients who fainted while 
standing on the vertical ballistocardiograph the record 
was always distorted before they collapsed. In a case 
with a large arterio-venous communication there was a 
large wave in diastole which exceeded the J wave in 
magnitude. This abnormality disappeared after closure 
of the communication. The abnormality may have been 
due to rapid movement of blood in the veins towards the 
heart. J. McMichael 


224. Penicillin-resistant Non-hemolytic Streptococcal 
Subacute Bacterial Endocarditis 

W. H. Crark, S. BRYNER, and L. A. RANTZ. American 
Journal of Medicine [Amer. J. Med.| 4, 671-689, May, 
1948. 7 figs., 29 refs. 


The authors have selected 9 out of a series of 31 cases 
of subacute bacterial endocarditis treated at Stanford 
University Hospitals, San Francisco, to emphasize the 
value of larger doses of penicillin in resistant cases. All 
the 9 patients had previously received inadequate 
penicillin therapy. Duration of infection varied from 
4 weeks to 18 months, except in 1 case where it was only 
10 days. The dose of penicillin, judged by sensitivity 
studies in vitro, varied from 1 million to 12 million units 
a day. This was given by intermittent intramuscular 
injection and the average duration of treatment for the 
relapse was 50 days. Eight patients were cured and 3 of 
them have remained well for over 2 years and the rest for 
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over a year. There was only 1 death, due to congestive 
cardiac failure, and in this case the dose of penicillin 
was thought to be inadequate because of difficulty in 
obtaining a positive culture to test the sensitivity of the 
organism. 

The authors stress the desirability of performing in 
vitro sensitivity tests before initiating treatment and 
frequently thereafter in all cases of subacute bacterial 
endocarditis to assess the correct dose of penicillin. They 
recommend an average dose, for non-resistant cases, of 
500,000 units a day for 28 days. In resistant cases, to 
effect a cure, penicillin levels in serum should be 4 to 
8 times the concentration required in vitro to kill the 
organism. Simultaneous administration of substances 
such as p-aminohippurate or “ diodrast ”’, benzoic acid, 
caronamide (4’-carboxyphenylmethanesulphonanilide), 
which delay the excretion of penicillin by renal tubules, 
will also help to maintain the required penicillin level 
in serum. Anticoagulants are considered to be of no 
value and sensitivity studies with streptomycin in all 
resistant cases are also recommended. S. Karani 


See also Section Pathology, Abstract 130. 


225. Electrokymographic Studies of Asynchronism of 
Ejection from the Ventricles. Normal Subjects and 
Patients with Bundle Branch Block 

G. F. ELLinGer, F. G. GILLick, B. R. BOONE, and W. E. 
CHAMBERLAIN. American Heart Journal [Amer. Heart 
J.] 35, 971-979, June, 1948. 5 figs., 13 refs. 


Analyses of electrokymograms indicate that, in normal 
subjects, asynchronous ventricular ejection is more 
frequent than synchronous ejection. In patients with 
left bundle-branch block ejection from the right heart and 
in patients with right bundle-branch block ejection from 
the left heart precedes that of the opposite side by a 
significantly longer time than in normal subjects. 

R. T. Grant 


226. Asynchronous Activity of the Dog’s Heart after 
Section of the Right Branch of the Bundle of His. (AcuH- 
XPOHHaA CATENbHOCTb cobaKu 
nocne nepeepe?Ku NMpaBoro KoseHa My4kKa ruca) 


A. I. Smirnov. Apxus Ilatonoruu [Arkh. Patol.] 10, 


No. 3, 7-13, May-June, 1948. 6 figs., 9 refs. 


The influence of section of the right branch of the 
bundle of His on the action of the heart was observed 
over a period of 6 years ina dog. During the first days 
after the operation a reduplicated first heart sound 
became audible at the apex. Three weeks later a systolic 
murmur became audible over the whole thorax. This 
murmur disappeared just before the death of the dog. 

Six weeks after the operation atypical laevocardiograms 
were present in leads II and III, indicating that the 
right bundle of His had been severed. Repeated x-ray 
examination showed a gradual dilatation of the right 
ventricle. Changes in the electrocardiogram developed 
slowly after the operation. During the last days before 
the dog died of heart failure a marked oedema and 
ascites developed. Post-mortem examination showed 


M—F 


that the right branch of the bundle of His had been 
correctly cut and that its ends had not united again. 
Hypertrophy and degeneration of the right myocardium 
and a relative tricuspid incompetence were found. The 
compensation of the right ventricle (hypertrophy and 
dilatation) had succeeded in maintaining normal circula- 
tion over a period of 4 years. This compensation, 
however, failed after 6 years, causing death of the 
animal. No synchronous rhythm with the left ventricle 
occurred during the 6 years after the operation. 
J. Flaks 


227. A Clinical and Electrocardiographic Study of 
Paroxysmal Ventricular Tachycardia and its Management 
G. R. HERRMANN and M. R. HEJTMANCIK. Annals of 
Internal Medicine [Ann. intern. Med.] 28, 989-997, May, 
1948. 21 refs. ; 


In a heart that is damaged failure may be caused by 
sudden development of a rapid rate. Most hearts in 
which ventricular tachycardia develops have been 
previously damaged by coronary disease or digitalis 
poisoning. A ventricular tachycardia is recognized 
by abnormally broad QRS complexes in the electro- 
cardiogram, and this feature, along with an independent 
atrial rhythm, establishes the diagnosis beyond question. 

Twenty patients with ventricular tachycardia are 
reported of whom 14 had coronary disease with or 
without infarction. The others had rheumatic heart 
disease, except for 2 in whom no organic disease could 
be found. Nine of the 20 were receiving digitalis at the 
onset of the attack. In 10 the heart rhythm reverted to 
normal on quinidine. Quinidine may be given by mouth 
and it should be remembered that a single oral dose pro- 
duces a maximum concentration in the heart in about 
an hour, being eliminated in 8 hours. The largest dose 
used was a total of 5:2 g. in 24 hours. The method of 
Hepburn and Rykert of intravenous dosage is useful, 
3-5 g. of quinidine sulphate being dissolved in 500 ml. 
of 5% glucose and given intravenously at 100 ml. per hour. 
Once normal rhythm has been restored, quinidine should ~ 
be continued by mouth for several days or weeks, the 
dosage being so adjusted as to prevent the reappearance 
of premature ventricular contractions. Morphine has 
also been used intravenously successfully. The intra- 
venous dose recommended is 10 to 40 mg. These doses 


~ may be repeated after an interval of from half an hour 


to 2 hours. Intravenous magnesium sulphate has also 
been used successfully. The prognosis is that of the 
underlying cardiac disease. In some cases achievement 
of a normal rhythm may not in itself prevent a fatal 
outcome. J. McMichael 


228. Aortic Stenosis. A Study of the Clinical and 
Pathologic Aspects of 107 Proved Cases 

C. W. Kumpe and W. B. Bean. Medicine (Medicine, 
Baltimore] 27, 139-185, May, 1948. 8 figs., bibliography. 


In order to facilitate the diagnosis of aortic stenosis 
the authors have studied the clinical and pathological 
records of 107 post-mortem examinations, in which the 
presence of aortic stenosis with calcium deposits had 
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— demonstrated in the absence of any other valve 
ion. 

The ages of the patients varied from 10 to 80 years, 
with the maximum incidence in the seventh and eighth 
decades, and the ratio of males to females was 3 to 1. 
A history of acute rheumatic fever was obtained in two- 
thirds of the cases. The patients were divided into 
“cardiacs ” (78 patients, Group 1) and “ non-cardiacs ” 
(29 patients, Group 2), according to the main presenting 
features when the patient was admitted to hospital. Of 
the 78 patients in Group 1, 34 had chronic congestive 
failure, 10 had intermittent bouts of failure, and 19 gave 
a history of an abrupt onset of failure shortly before 
admission. Cardiac pain was present in only 9 and 
syncope in 4. The patients in Group 2 were admitted 
for infection and various diseases of old age. The pulse 
rate was accelerated, averaging 96 for Group 1 and 
86 for Group 2. Blood pressure was not characteristic, 
some of the patients having systolic hypertension, others 
a low diastolic, and very few the low systolic, low pulse 
pressure described as typical of aortic stenosis. On 
auscultation the aortic second sound was usually absent 
or diminished in intensity ; a systolic murmur was heard 
at the base in 83% with transmission to the neck in less 
than half. Basal diastolic murmurs were heard in one- 
third of the cases. Similar proportions of systolic and 
diastolic murmurs were heard at the apex. Basal thrills 
were felt in 33 cases, and though usually related in in- 
tensity to the degree of stenosis they were absent in several 
severe cases. Congestive failure was unusually refractive 
to treatment and was associated with much sweating. 
Cardiac pain differed from typical angina pectoris in its 
lack of radiation or radiation to the right, its advent 
after, rather than during, exercise, and its resistance to 
nitroglycerin. It was more closely associated with 
severe aortic stenosis than with coronary arteriosclerosis. 
’ Death occurred suddenly in 21% of patients, usually after 
5 to 30 minutes, in contradistinction to the instant death 
in some cases of myocardial infarction. Coronary 
arteriosclerosis was common and was associated with 
myocardial infarction in an appreciable number of cases. 
Arteriosclerosis was common in the abdominal and 
descending aorta but not in the ascending. 

The condition was diagnosed clinically in only 24% of 
cases, signifying too great an acceptance of the classical 
triad of basal systolic murmur, thrill, and small, slowly- 
rising pulse. W. T. Cooke 


229. The Diagnosis of Mitral Insufficiency in Rheumatic 
Children 


A. G. KUTTNER and M. Markowitz. American Heart . 


Journal [Amer. Heart J.| 35, 718-726, May, 1948. 8 refs. 


In order to assess the importance in rheumatic children 
_ of a loud blowing systolic murmur in the absence of 
demonstrable cardiac enlargement a comparison was 
made of the after-history of 144 children having such a 
murmur with that of 171 similar patients with potential 
and possible heart disease but with not more than a soft 
systolic murmur. The average follow-up period was 
8 years (5 to 19 years). Those with the loud blowing 
murmurs were more susceptible to rheumatic fever as 


judged by the incidence of recurrences (63% had multiple 
attacks) than were the group with only potential rheu- 
matic heart disease (31% had multiple attacks). Sixty- 
nine (48%) of those with “* mitral insufficiency ’’ developed 
organic heart disease, and 13 died of rheumatic infection 
and 7 of bacterial endocarditis. Only 22 (13%) of the 


patients with potential rheumatic heart disease developed 
it and none died. ; 

These observations suggest that the diagnosis of mitral - 
insufficiency, based on a loud blowing apical Systolic 
murmur, is justified in children and carries a grave 
prognostic significance. 


H. E. Holling 


230. Oxygenation Studies in Congenital Pulmonary 
Stenosis. An Application of Recording Oximetry in the 
Evaluation of Cardiorespiratory Function 

G. GULLIcKsOoN, J. O. ELAM, H. HAMMOND, J. R. Paine, 
and R. L. Varco. American Heart Journal [Amer. 
Heart J.] 35, 940-947, June, 1948. 2 figs., 10 refs. 


In 10 cases of the tetralogy of Fallot the arterial oxygen 
was estimated by a recording oximeter before, during, and 
after operation for the establishment of a systemic- 
pulmonary arterial shunt. The chief findings were that: 
(1) a rise in arterial oxygen saturation occurs practically 
immediately on the establishment of the shunt; (2) asa 
result of the operation the saturation time upon adminis- 
tration of 100% oxygen is greatly shortened. 

R. T. Grant 


231. Physiological Studies in Congenital Heart Disease. 
Vv. The Circulation in Patients with Isolated Septal 
Defects 

J. C. HANDELSMAN, R. J. BinG, J. A. CAMPBELL, and H. E. 
Griswo_p. Bulletin of the Johns Hopkins Hospital 
[Bull. Johns Hopk. Hosp.| 82, 615-632, June, 1948. 
5 figs., 23 refs. 


This paper is a further contribution to the study of 
circulatory physiology in congenital cardiac defects. 
The group studied in this paper comprises 5 cases of 
isolated septal defects. All patients had had cardiac 
disease since childhood and complained of dyspnoea on 
exertion and intolerance to exercise. These physiological 
studies are based on methods and principles described 
in previous papers by the workers of the Johns Hopkins 
School of Medicine. In all investigations direct intra- 
cardiac catheterization was used. The results obtained 
may be summarized as follows. In case 1, the presence 
of interventricular septal defect was shown by a signi- 
ficantly higher oxygen concentration in the right ventricle 
than in the right auricle. The pulmonary arterial flow 
exceeded the systemic flow, thus indicating an intra- 
cardiac shunt from left to right. The effective pul- 
monary flow, being equal to the systemic flow, indicated 
no reciprocal right-to-left admixture. Case 2 was similar 


to case 1, but in addition reciprocal right-to-left admixture 


was demonstrated by the finding that the saturation 
of the peripheral arterial blood was lowered to 91% 
and by the fact that the effective pulmonary flow was 
less than the pulmonary flow. In case 3, auricular and 
ventricular septal defects were present in a dwarf of the 
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Lorain type. The diagnosis was corroborated by the 
demonstration of a rise in oxygen saturation from 
superior vena cava to right auricle and from right auricle 
to right ventricle. The over-all direction of the shunt 
was found to be from left to right. A lowered oxygen 
saturation -in the peripheral arterial blood indicated a 
reciprocal right-to-left admixture through the defects. 
In case 4, auricular septal defect was associated with an 
over-all right-to-left shunt as shown by the findings of a 
systemic flow exceeding that in the pulmonary artery, low 
saturation of the peripheral arterial blood, and an 
effective pulmonary flow lower than the pulmonary 
arterial flow. However, the rise in oxygen content 
of blood from superior vena cava to right auricle showed 
reciprocal admixture from left to right. In case 5, an 
interauricular septal defect was present with over-all 


shunt from right to left and with slight left-to-right 


admixture. 

The authors give a summary of the physical findings 
in each case and insist on the fact that in the 3 patients 
submitted to the standard exercise test there was a rise 
in the oxygen consumed per litre of ventilation, thus 
demonstrating that the pulmonary arterial blood flow 
can increase significantly with exercise in these cases. 


Contrasting results are obtained in the tetralogy of 


Fallot. Two more points are stressed: (a) The decrease 
in oxygen saturation of peripheral blood and cyanosis 
in cases with over-all right-to-left shunts is brought 
about by a reduction in the percentage of mixed venous 
blood perfusing the lung; this reduction results from the 
intracardiac shunting. (5) Increased resistance in the 
pulmonary vascular circuit is sometimes present in 
septal defects. This is accompanied by right-to-left 
shunt and pulmonary arterial hypertension (as measured 
directly and recorded optically by means of the Hamilton 
manometer). There is some evidence to show that the 
increase in pulmonary resistance results from changes in 
the pulmonary vascular tree such as sclerosis, especially 
in the smaller branches. Theoretically, a rise in the 
pulmonary resistance could also follow increased 
left auricular pressure, but this is certainly not the 
mechanism in septal defects since pulmonary congestion 
is absent. A. I. Suchett-Kaye 


232. Further Experiences with Dicumarol Therapy in 
Coronary Thrombosis 
H. R. Peters, J. P. Dogences, and C. E. BRAMBEL. 
Southern Medical Journal [Sth. med. J.] 41, 526-534, 
June, 1948. 38 refs. 


The authors, who report from the University of Mary- 
land School of Medicine, have extended their observa- 
tions (previously published) on a series of cases of 
coronary thrombosis, consisting of 110 patients treated 
with dicoumarol and 86 controls. They find that 12 of 
the treated patients and 22 of the controls have died. 
The incidence of clinical embolism was 0-9 and 15-1%, 
respectively, in the two groups. 

Because of individual variation in response to the drug, 
a standard dosage scale cannot be employed. After an 
initial determination of prothrombin time, 300 mg. is 
administered. In 24 hours the prothrombin time is 


again determined, and subsequent dosages are estimated 
according to the response of the patient as indicated by 
prothrombin-time readings taken on alternate days. A 
moderate depression of prothrombin activity is main- 
tained—40 to 50% of normal instead of below 30% as 
recommended by certain other workers. _A prothrombin 
clotting time of saline-diluted plasma (12-5%) reaching 
400 seconds is considered a signal for caution; dicou- 
marol is stopped, and, if this level persists for more than 
24 hours, vitamin K is administered intravenously. 
There was no evidence of tissue toxicity or of myocardial 
haemorrhage from dicoumarol in cases examined post 
mortem. From clinical and necropsy evidence, digitalis 
continues to be suspect as a thrombogenic agent. There 
is no short-cut to safety in the use of dicoumarol, which 
still requires specialized laboratory facilities. 
T. Semple 


233. Seasonal Variations in Heart and Coronary Disease 
as Related to Various Environmental Factors 

H. R. Brown and R. PEARSON. American Heart 
Journal [Amer. Heart J.] 35, 763-768, May, 1948. 5 figs., 
4 refs. 


A study of the vital statistics for the city of New York 
from 1934 to 1944 reveals that the death rate from heart 
disease, particularly coronary disease, is inversely related 
to the rise of monthly temperature, and not related to the 
relative humidity of the atmosphere. H. E. Holling 


234. Studies on the Coronary Circulation. III. Col- 
lateral Circulation of Beating Human and Dog Hearts 
with Coronary Occlusion 

M. PRINZMETAL, H. C. BERGMAN, H. E. KruGer, L. L. 
SCHWARTZ, B. SIMKIN, and S. S. Sopin. American Heart 
Journal [Amer. Heart J.] 35, 689-717, May, 1948. 16 
figs., 43 refs. 


Several methods of study were used in this investiga- 
tion. Red blood cells labelled with radioactive phos- 
phorus were injected into moribund patients shortly 
before death. At necropsy the heart was removed and 
the distribution of the radioactive cells was quantitatively 
determined by the Geiger counter and radio-autographs. 
Five hearts were studied, 2 normal and 3 from patients 
with myocardial infarction who died 4 days, 12 days, and 
8 weeks after the onset of the attacks. Despite certain 
criticisms that may be advanced against these observa- 
tions, the authors conclude that in arteriosclerotic hearts 
with myocardial infarction in living man there is a func- 
tioning collateral circulation which allows blood to enter 
all parts of a myocardial infarct, including the central 
portions. 

Red cells labelled with radioactive phosphorus were 
injected into dogs at varying times after ligation of the 
anterior descending branch of the left coronary artery. 
At various intervals thereafter the hearts were stopped 
suddenly by freezing. The distribution of the radio- 
active cells was quantitatively determined. These 
observations lead the authors to conclude that: (a) Blood 
from collateral channels supplies the entire mass of 
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artery. (6b) The ischaemic right ventricular myocardium 
supplied by the ligated artery is better nourished 
by collateral blood than is a similar portion of the 
left ventricle. (c) The sub-epicardial portion of the 
ischaemic myocardium is better nourished than the sub- 
endocardial region. (d) The anastomotic blood con- 
tinues to enter the ischaemic myocardium for at least 
30 minutes after coronary artery occlusion. (e) The 
-collateral blood supply to the ischaemic myocardium is 
an actively circulating one which supplies the entire 
ischaemic region. 

The exposed beating dog’s heart was photographed 
by slow motion cinematography under special lighting 
which made fluorescein visible. Fluorescein was in- 
jected into normal dogs and into dogs after coronary 
ligation. The findings show that: (a) the intercoronary 
anastomoses are the major source of the collateral blood 
supply to the ischaemic myocardium; (5) the right ven- 
tricular myocardium has a much better collateral supply 
than the ischaemic portion of the left ventricle. 

Cyanosis was observed by cinematography with a film 
sensitive to blue. Cyanosis of the ischaemic myo- 
cardium indicates that, although this has an actively 
circulating blood supply, the rate of flow is less than in 
the normal myocardium. 

The observations are thought to explain in man: (a) the 
rarity of infarction of the right ventricle; (6) the greater 
infarction of the sub-endocardial than of the sub-epi- 
cardial muscle; (c) the fact that infarcts are generally 
smaller than the mass of muscle supplied by the occluded 
vessel. R. T. Grant 


235. Experiences with the Use of Heparin and Dicumarol 
in the Treatment of Coronary Thrombosis and Thrombo- 
embolic Disease 


J. B. VANDER VEER, D. S. MARSHALL, and P: T. Kuo. 


Transactions and Studies of the College of Physicians of 
Philadelphia {Trans. Stud. Coll. Phys. Phila.| 16, 67-72, 
June, 1948. 6 refs. 


The authors, working in the Department of Medicine, 
Pennsylvania Hospital, Philadelphia, have participated 
in a controlled study sponsored by the American Heart 
Association to determine the value of dicoumarol therapy 
in coronary occlusion with myocardial infarction. There 
were 35 treated cases and 51 controls. Prothrombin 
times were kept so far as was possible between 30 and 
35 seconds, control times being 13 to 15 seconds. The 
initial dose of dicoumarol was 300 mg. daily for 2 or 
3 days, the maintenance dose somewhat less than 
100 mg. daily; treatment was continued for about a 
month. Among the controls thrombo-embolic com- 
plications occurred in 12 patients, 9 of whom died; there 
were also 9 deaths from other causes. In the treated 
cases thrombo-embolic complications occurred in 6 
with a fatal ending in 2; there was 1 other death. 

The results of a preliminary analysis of the first 800 
cases of cardiac infarction treated with dicoumarol 
which were collected by a special committee of the 
American Heart Association are also given. The death 
rate in the controls was 23%, in dicoumarol-trgated cases 
13%. Thrombo-embolic complications occurred in 


19% of the untreated and in 9% of the treated patients, 
Haemorrhagic manifestations of one type or another 
were encountered in 3-7% of the controls and in 11% of 
the treated cases, but serious haemorrhage was rare. 
The value of anticoagulants in the treatment of 
simple phlebothrombosis or thrombophlebitis is again 
stressed. “In 23 untreated cases there were 9 deaths; in 
30 cases treated by venous ligation, 3 deaths; in 49 cases 
treated with heparin and dicoumarol there was only | 
death. It is admitted that selection of cases was weighted 
against the controls. Paul Wood 


236. Roentgen Diagnosis of Myocardial Infarction 

L. H. GARLAND and S. F. Tuomas. Journal of the 
American Medical Association [J. Amer. med. Ass.) 131, 
762-769, June 26, 1948. 8 figs., 13 refs. 


The multiple slit kymogram records on a single x-ray 
film the movements of the heart in one plane and permits 
a permanent record of ventricular contractions. In 
myocardiat infarction kymography reveals: (1) localized 
diminution or absence of pulsation of the ventricle; 
(2) systolic ventricular expansion or paradoxical move- 
ment; and (3) splinting of movement of the cardiac 
silhouette in systole or gross irregularity in diastole. A 
negative kymogram does not exclude infarction, but in 
most cases of severe or extensive muscle damage there 
appear to be these radiographic findings. False positive 
kymograms can be produced by normal vertical con- 
tractions of the heart near its apex, and also in other 
forms of heart disease. Kymography, though inferior 
to electrocardiography, is useful particularly in atypical 
cases of coronary occlusion or in cases in which the 
diagnosis is in doubt; it.is also some help in prognosis. 
As an adjunct in the diagnosis of myocardial infarction, 
it proves more practical in subacute and healed in- 
farctions than in the acute stages of the disease, more 
especially when electrocardiograms are uninformative. 
The authors studied the kymograms and electrocardio- 
grams in 249 miscellaneous cases of cardiac disorder, 
and found correlation in 80-5%. In 10 cases (17% of 
the cases of cardiac infarction) the kymographic findings 
led to a correct diagnosis of infarction when the clinical 
or cardiographic evidence was indefinite. 

J. L. Lovibond 


237. Cholesterol and Myocardial Infarcts. 
du myocarde et cholestérol) 

H. LALIBERTE and M. VAcHON. Laval Médical [Laval 
méd.} 13, 294-302, March, 1948. 14 refs. 


Cardiac infarction may occur in a young man or 
woman, in whom there is no evidence of syphilis or 
hypertension. The authors discuss 39 such cases in 
patients varying in age from 28 to 47, 11 of whom were 
women and 28 men, and in which the ultimate cause of 
the infarct was thought to be fatty deposits in the small 
arteries due to a raised blood cholesterol. In hereditary 
xanthomatosis there is a disturbance of the lipid meta- 
bolism, and, although fatty deposits in skin and mucous 
membrane are not always seen, abdominal angina and 
infarcts sometimes occur; there is always a raised blood- 
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cholesterol in such cases. In 7 cases of coronary infare- 
tion, the only common factor was a high level of chol- 
esterol in the blood. In only 2 cases was necropsy 
possible; in both there was an extensive infarct of the 
left ventricle, the arteries being stuffed with yellow 
plaques with little sign of fibrosis. All patients had a 
normal blood pressure, and most had had previous attacks 
of precordial or abdominal pain. The authors conclude 
that the sterols play an important, perhaps a primary,. 
role in the causation of arterial occlusion. 
T. E. C. Early 


238. Heart Rate and Rhythm in Acute Myocardial 
Infarction. (Frequenz und Rhythmus des Herzens in 
akuten Myokardinfarkt) 

K. Potzer. Cardiologia [Cardiologia, Basel| 13, 1-32, 
1948. 9 figs., bibliography. 


Observations in more than 500 cases of myocardial 
infarction, of which 51 were seen within the first 8 hours 
after the onset of symptoms, led the author to the con- 
clusion that there are two different phases in the mani- 
festations of circulatory collapse. The first phase repre- 
sents an attempt at adaptation by reducing the demands 
on the circulation, and finds its expression in bradycardia, 
lowering of the blood pressure, muscular relaxation, and 
a degree of somnolence; this phase, which is often 
masked by therapeutic administration of narcotics lasts 
for up to several hours and is followed by a phase 
characterized by restlessness and tachycardia, due to the 
toxic effects of abnormal metabolic products formed in 
the damaged tissue. Of the 51 patients examined in the 
first few hours 27 had bradycardia, which was transient 
in 15. Of the latter, 4 had auriculo-ventricular block, 
7 auriculo-ventricular rhythm, and 4 sinus bradycardia. 
The electrocardiogram showed higher and wider T 
waves in the first phase, while the changes typical of 
coronary occlusion appeared in the second phase. Con- 
stitutional factors may account for the fact that the first 
phase is often little marked or even completely missing. 

B. Samet 


239. The Treatment of Angina Pectoris with Propyl- 
thiouracil 

G. HOLLANDER and H. MANDELBAUM. Annals of Internal 
Medicine [Ann. intern. Med.] 28, 1150-1156, June, 1948. 
12 refs. 


Ten patients with angina pectoris and hypertension 
were treated with propylthiouracil in the Jewish Hospital, 
Brooklyn, N.Y. Initially a dose of from 50 to 100 mg. 
was given daily; this was increased to a maximum of 
200 mg. daily. Improvement took place within 8 weeks 
in 4 of these patients, and 2 of them were able to resume 
work. Two became progressively worse during treat- 
ment. No correlation could be found between the levels 
of the basal metabolic rate and improvement in symp- 
toms. One patient with an initial figure of —8°% became 
free from attacks when the level fell to —26%; 3 more 
patients, in whom the initial levels were raised, improved 
while the rate was still above normal limits. The blood 
cholesterol levels often did not rise as the basal metabolic 


_ med. scand.] 130, 575-584, 1948. 


rate fell. No toxic effects on the blood were observed, 
but water retention occurred in 7 patients, causing 
dyspnoea and oedema of the legs. C. W. C. Bain 
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240. Intestinal Lesions in Malignant Hypertension with 
Report of a Case 

G. J. CUNNINGHAM. British Medical Journal [Brit. med. 
J.] 1, 1075-1077, June 5, 1948. 5 figs., 11 refs. 


In malignant hypertension acute necrotic lesions of the 
arterioles of the gut are common. Lesions in the gut 
associated with this affection of its vascular supply appear 
to be well known. Previously, however, no case has 
been fully described, and even references to the condition 
have been scanty. The lesions are usually terminal and 
their effect is obscured by other symptoms or by medica- 
tion. In the present case, they consisted of haemorrhages 
and superficial ulceration in the middle parts of the ileum. 
Loops of ileum were bound by fibrinous adhesions, and 
there was some purulent peritonitis. D. M. Pryce 


241. The Hypertensive Diencephalic Syndrome (Page). 
{In English] 

F. S. P. VAN BuCHEM. Acta Medica Scandinavica {Acta 
1 fig. 


The author has collected in Groningen 11 cases of the 
hypertensive diencephalic syndrome (9 in women, the 
eldest being 61, and 2in men). The patients had typical 
red patches on the neck and chest (only present when 
undressed), fine tremors of the hands, tachycardia, and 
hypertension. They complained of coldness and pallor 
of the extremities, although sweating freely, and stood 
cold better than heat. The basal metabolic rate was 
increased (up to +82%) but the blood cholesterol level 
and renal function were normal. The condition can be 
distinguished from thyrotoxicosis, in which the blood * 
cholesterol is diminished, by a failure to respond to 
thiouracil. ‘‘ Prominal’’ (methylphenobarbitone) 200 
mg. 2 or 3 times a day was given with considerable 
improvement in the symptoms and a reduction in the 
basal metabolic rate and blood pressure. E. T. Ruston 


242. “Capillary Fragility’? in MHypertension: The 
Effect of Antiscorbutic Therapy on Results of Tests for 
** Capillary Fragility ” 

L. A. SoLorr and C. T. BELLO. American Journal of the 
Medical Sciences [Amer. J. med. Sci.] 215, 655-659, June, 
1948. 7 refs. 


It has been suggested by some authors that there is 
a close association between capillary haemorrhage and 
cerebral apoplexy, but there is a conflict of opinion. 
Different results are obtained with different techniques of 
testing capillary fragility. In this investigation it was 
decided to exclude the influence of “* subclinical scurvy ” 
by giving the patients an adequate intake of ascorbic 
acid. Capillary fragility was tested by the Géthlin and 
the Rumpel-Leede methods; in the former a sub-diastolic 
pressure is applied, and in the latter a pressure 10 mm. 


another 

1 11% of 

rare, 

nent of 
is again 

aths; in 

49 cases 

Only | 

veighted 

Wood 

on 7 
| of the 

ss.] 137, 

le x-ray 

permits 

ons. In 

ocalized 

entricle; 

1 move- 

cardiac 

ole. A 

, but in 

Be there 

positive 

al con- 

n other 

inferior 
atypical 

ich the 

Ognosis, 

arction, 

led in- 

e, more 

‘mative, 

cardio- 

isorder, 

17% of 

findings 

clinical 

| 
ifarctus 

[Laval 


70 CARDIOVASCULAR DISORDERS 


Hg above diastolic. Of the patients with retinal haemor- 
rhages one-third gave a negative reaction: over 80% 
of hypertensive subjects with positive Rumpel-Leede 
tests had no retinal haemorrhages. No significant 
changes in the tests were found as a result of treatment with 
rutin. The Géthlin test was positive in only 2 patients, 
compared with 33 who had positive Rumpel-Leede 
reactions. J. McMichael 


243. The Relationship of Retinal Hemorrhages in 
Hypertensive Patients to ‘Cerebral Hemorrhage. A 
Comparison of the Retinal Picture in Hypertensive 
Individuals who Died of Heart Failure with those who 
Suffered a Cerebral Hemorrhage 

L. A. SoLorr and C. T. BELLO. American Journal of 
the Medical Sciences [Amer. J. med. Sci.) 215, os, 
June, 1948. 6 refs. 


- Cerebral haemorrhage is the cause of death in nearly 
one-third of hypertensive individuals. The final mechan- 
ism of the haemorrhage is ill understood. It has been 
ascribed to the development of miliary aneurysms, to 
ischaemia of brain tissue and weakening of support for 
the blood vessels, to disease and rupture of the walls of 
veins, and, more recently, to capillary weakness. The 
latter factor has been associated with the occurrence of 
retinal haemorrhage. 

On a reinvestigation, retinal haemorrhages were found 
to have been present in 5 out of 17 patients who had had a 
cerebral haemorrhage; retinal haemorrhage was present 
in 14 out of 18 patients with hypertension who died of 
cardiac failure without cerebral haemorrhage. Retinal 


haemorrhages occurred more frequently in patients with 
large areas of “‘ spasm”’ of the retinal arteries than in 


subjects with marked thickening of these vessels. It is 
concluded that retinal haemorrhages cannot be used as a 
page sign of future cerebral haemorrhage. 

J. McMichael 


BLOOD VESSELS 


244. Chronic Infection and Atherosclerosis. 
Additional Experimental Data 

N. W. Jones and A. L. RoGers. Archives of Pathology 
[Arch. Path.] 45, 271-277, March, 1948. 1 fig., 14 refs. 


There is some clinical and expérimental evidence that 
chronic infections, especially of the gall-bladder and para- 
nasal sinuses, may play a part in the causation of athero- 
sclerosis and associated heart failure. Micro-organisms 
were found in sections of the thickened, thrombosed small 
arteries of chronically hyperplastic sinus tissues removed 
at operation. Similar organisms were sometimes 
demonstrated in sections of thrombosed coronary arteries 
from patients dying of acute coronary thrombosis. 
Micro-organisms introduced into the paranasal sinuses 
or paralaryngeal lymph nodes of cats could be demon- 
strated in the walls of the aorta and coronary arteries. 
Trypan-blue granules introduced into the paralaryngeal 
lymph nodes were demonstrated in phagocytic cells 
within the walls of the aorta and coronary arteries. 

Martin Hynes 


Some 


245. Effect of Choline in the Prevention of Experimenta] 
Aortic Atherosclerosis 

A. Steiner. Archives of Pathology [Arch. Path.) 4§, 
327-332, March, 1948. 1 fig., 17 refs. 


Rabbits were given 1 g. of cholesterol with their 
food three times weekly. A well-controlled experiment 
showed that the addition to the diet of 0-5 or 1 g. of 
choline hydrochloride daily delayed the development of 
atherosclerosis for 80 days or more. The effect was 
greater with the larger dose of choline. Hyperchol- 
esterolaemia was equal i in the control animals and in those 
receiving choline. Martin Hynes 


246. Temporal Arteritis. Relief of Headache by 
Injection of Procaine Hydrochloride 

A. M. Roserts and J. M. AsKEy. Journal of the 
American Medical Association [J. Amer. med. Ass.] 131, 
697-699, June 19, 1948. 1 fig., 3 refs. 


On the assumption that the pain in temporal arteritis 
is due to arterial spasm, the authors treated 4 patients, 
aged 59, 25, 66, and 75, 3 of whom were women, by 
injection of 2% procaine into the periarterial tissues. In 
all cases there was considerable or complete relief of 
pain which was permanent, although 1 of the patients 
required 3 injections owing to recurrence of the pain. 
Simultaneously with the relief of pain the arteries, which 
had previously felt like hard cords, became softer. The 
authors believe that the condition may not be limited to 
the temporal arteries, and that other extracranial—for 
example, - occipital—and intracranial arteries may be 
involved. One patient had a tender occipital artery, 
which was also injected. It is suggested that the procaine 
paralyses periarterial sympathetic nerve fibres. In every 
instance the arteritis occurred following a respiratory 
infection—after intervals of 2 weeks to 3 months. 

Bernard Freedman 


247. Carotid Artery Thrombosis: Report of Eight Cases 
due to Trauma 
H. W. Cacpwe tt and F.C. Happen. Annals of Internal 
Medicine [Ann. intern. sins 28, 1132-1142, June, 1948. 
2 figs., 10 refs. 


The authors describe 8 cases of carotid artery throm- 
bosis seen in a military hospital in 1945. The thrombosis 
was due to trauma of the common carotid following 
penetrating wounds of the neck. Patients were usually 
comatose on admission to hospital, with changes in the 
pupil reactions on the affected side and signs of hemi- 
plegia on the other. Absence of pulsation over the tem- 
poral artery from involvement of the external carotid 
was found to be a valuable confirmatory sign. One 
patient recovered after heparin was administered; the 
remainder died. There were 5 necropsies; in 1 case the 
thrombus had extended as far as the circle of Willis; in 
2 cases major cerebral vessels were blocked by emboli. 
The authors consider that this condition may be more 
common in war surgery than has been supposed. 

C. W. C. Bain 
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Disorders of the Blood 


248. Histochemical Methods Applied to Hematology 
J. J. RHEINGOLD and G. B. Wistockt. Blood [Blood] 3, 
641-655, June, 1948. 3 figs., 39 refs. 


The authors review the literature and offer new observa- 
tions on the histochemistry of bone marrow cells. The 
methods used were: Sudan black B for lipids, Feulgen’s 
reaction for desoxyribose nucleic acid, the comparison of 
cytoplasmic basophilia before and after treatment with 
ribonuclease, for ribose nucleic acid; Gomori’s proce- 
dure for acid and alkaline phosphatase; the Bauer- 
Feulgen test for glycogen, and the variation of meta- 
chromatic staining with pH for acid mucopolysaccharides. 

The results agree with those published before by the 
present author and by others, but the following observa- 
tions appear ‘to be new: (1) The granules of basophilic 
leucocytes are sudanophilic. (2) Monocytes contain 
small sudanophilic granules, probably mitochondria. 
(3) Gaucher cells are not sudanophilic. (4) Platelets 
are Feulgen-negative and therefore contain no desoxyri- 
bose nucleic acid. (5) The cytoplasm of megakaryo- 
cytes contains ribonucleic acid. (6) Alkaline phospha- 
tase is present in high concentration in the nuclei and 
cytoplasm of myelocytes, and im lower concentration in 
more mature neutrophils and in megakaryocytes. In 
tissue mast cells the enzyme is confined to the granules. 
(7) Acid phosphatase is abundant in the nuclei of all 
marrow cells and in the cytoplasm of myelocytes. (8) 
Glycogen is present in neutrophil metamyelocytes and 
increases in more mature neutrophils; it is also present 
in fat cells. G. Discombe 


249. Studies on Free Erythrocyte Protoporphyrin, 
Plasma Iron and Plasma Copper in Normal and Anemic 
Subjects 

G. E. CARTWRIGHT, C. M. HUGULEY, H. ASHENBRUCKER, 
J. Fay, and M. M. Wintrose. Blood [Blood] 3, 501- 
525, May, 1948. 15 figs., 30 refs. 


‘The normal values for free erythrocyte protoporphyrin 
(E.P.), plasma iron, and plasma copper were determined, 
by methods to which references are given, in over 60 
healthy adults of both sexes, several estimations being 
made on many of the subjects. The figures obtained 
agreed with those found by other workers. The E.P. 
level, expressed for statistical reasons as the geometric 
mean, was 31 yg. per 100 ml. of red blood cells, the 
females showing a slightly higher value than the males. 
The mean plasma iron and plasma copper values were 
105 yg. and 119 yg. per 100 ml. of plasma respectively ; 
there was no sex difference in the means for plasma iron, 
but in the females the level of copper was significantly 
higher than in the males. Similar estimations were made 
in over 112 patients with various types of anaemia. In 
those conditions in which there was a low iron level in 
plasma—the anaemia of iron-deficiency, infection, and 


nephritis, and certain lymph node disorders and leuk- 
aemia—the E.P. and plasma copper were increased. 
Discussing the significance of the E.P., the authors note 
that where there was a normoblastic bone marrow due 
to a disturbance of haemoglobin synthesis, as in iron- 
deficiency, infection, nephritis, and lead poisoning, the 
E.P. level was increased, while in pernicious anaemia, 
with a megaloblastic marrow, it was normal. That 
normoblasts contain considerably more protoporphyrin 
than megaloblasts cannot be the only explanation, since 
in 2 cases of Banti’s disease, and 1 case of congenital 
icterus, all associated with a normoblastic marrow, there 
was no increase of E.P. Theoretically, the E.P. level 
depends on the balance between the formation of proto- 
porphyrin from its precursors, and its utilization in the 
synthesis of haemoglobin. Thus, the increased E.P. in 
the anaemia of infection and of iron-deficiency, in which 
haemoglobin synthesis is impaired, is easily understood, 
while the normal E.P. level in pernicious anaemia may be 
due to the conversion of excess protoporphyrin into 
bilirubin. 

The significance of the plasma iron is clearer than that 
of the E.P. The value was lowered where there was de- 
creased absorption or increased elimination of iron (as in 
haemorrhage), rapid haemoglobin synthesis (pernicious 
anaemia during treatment), and increased mobilization 
of iron in the tissues (anaemia of infection). The plasma 
iron was raised when haemoglobin synthesis was reduced . 
owing to factors other than a lack of iron (Cooley’s 
anaemia, pernicious anaemia in relapse, aplastic anaemia) 
or when the breakdown of haemoglobin was increased 
(haemolytic anaemia). 

The plasma copper values were in general more con- 
stant than those of the E.P. or plasma iron. It is of 
interest that one of the only two patients with a low level 
of copper in plasma had haemochromatosis, which, 
according to Mallory’s theory, is due to copper poisoning; 
the authors suggest that the hypocupraemia might in- 
dicate a rapid mobilization of copper into the tissues. 

Wilfrid E. Hunt 


250. Morphological Changes in Blood Platelets in 


Malignant Disease. (Mopdonoruyeckue u3MeHeHHA 
KPOBAHBIX MaCTHHOK pakoBoi 

T. V. KeniGson and A. A. Korovin. Kauxuueckaa 
Menuuuua [Klin. Med., Mosk.] 26, No. 2, 58-64, 1948. 
2 figs. 


In normal blood, the platelets may be classified into 
4 groups: normal, young normal, old normal, and 
“platelets of irritation’’. Besides these there exist 
platelets of degeneration. The platelets were investi- 
gated in 30 healthy individuals, aged 17 to 30. Ten 
were men and 20 women; 87 to 98-75% of platelets 
belonged to the normal type, 3-5% were of the young 
and the old variety, and about 4-5% were platelets of 
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irritation. The platelets were studied in blood films 
without special staining or preparation. 

The morphology of platelets was studied in patients 
with malignant diseases. The following points were 
noted: the form of the platelet, presence of the degenera- 
tive variety, vacuolation, size, colour, distribution of 
hyalomere and granulomere, configuration, and agglu- 
tination. The slides were stained with Pappenheim’s 
stain. 

The authors examined 96 patients, 57 men and 39 
women, with carcinoma in various parts of the body. 
In all patients, regardless of localization of the disease, 
the morphology of the blood platelets was identical. 
The “ shift ”’ was very markedly to the right, all platelets 
being more mature, the size was increased, and there was 
an increase in the number of vacuolated forms. The 
number of “old normal” platelets was from 22 to 
885% instead of the normal. Vacuolation, mostly 
seen in old platelets, was found in 14 to 25-5%. The 
number of “‘ normal mature ” platelets was correspond- 
ingly diminished (20 to 9%). Degenerative platelets 
were few, their number not exceeding 6:25%. Immature 
platelets in 74 patients out of 96 were either absent or 
within normal limits. In 22 patients, the number was 
increased. This increase of immature platelets may be 
due either to excessive bleeding (carcinoma of the 
uterus) or to operation. It may also be due to meta- 
stasis in the spinal cord (3 patients). The morphology 
of blood platelets is so typical in malignant disease that 
its study might be used as an additional method of 
diagnosis. 

The platelet picture in the elderly and in patients 
“cured” of carcinoma was very similar; the number 
of old platelets was increased but not to the same extent 
as in malignant disease. 

The morphology of platelets was also studied in spleno- 
megaly and after splenectomy. In haemolytic jaundice 
and in cases of thrombosis of the splenic vein (diseases 
characterized by hyperfunction of spleen), there is a 
decrease in platelets; the average size is at the lowest 
normal limit, the number of young platelets is increased, 
and vacuolation is absent. After splenectomy, these 
changes are reversed. Therefore in hyperfunction of the 
spleen the shift is to the left; in hypofunction, the shift is 
to the right. In patients with malignant disease there is a 
lowering of function of the reticulo-endothelial system 
and hypofunction of the spleen. The platelet picture 
after ey is similar to that in carcinoma. 

T. Guercken 


251. A New Hereditary Blood Disorder. Hereditary 
Methaemoglobinaemic Cyanosis. (Une nouvelle maladie 
héréditaire du sang: la cyanose méthémoglobinémique 
héréditaire) 

A. Copounis, G. Loucatos, and E. Loutsipes. Sang 
[Sang] 19, 65-77, 1948. 1 fig., 19 refs. 


Fourteen out of 103 relations in 4 generations showed 
the condition here described, although no consan- 
guineous marriages could be traced. The main symptom 
is cyanosis, which is present from birth. The greater the 
cyanosis, the more severe are headache and malaise. 


Spectroscopically, the blood is found to contain intra- 
corpuscular methaemoglobin. Most of the affected per- 
sons have lived to an advanced age. Continuous 
administration of ascorbic acid leads to diminution of the 
cyanosis. The inherited nature of the malady was 
recognized by the neighbours, who always referred to the 
family as “‘ vaftochilari’’ (coloured lips). The mutation is 
transmitted as a dominant. It is probable that there is 
deficiency of the enzymes that are normally responsible 
for the reduction of methaemoglobin. A. Piney 


252. Influence of the Dosage of Xanthopterin upon the 
Response in Hemapoiesis | 

E. R. Norris and J. J. MAJNARICH. American Journal 
of Physiology [Amer. J. Physiol.] 153, 133-137, April, 
1948. 4 figs., 6 refs. 


Rats made anaemic and leucopenic with a purified 
diet containing 1% sulphathiazole were given single 
intraperitoneal injections of various doses of xanthop- 
terin. Doses of 5 mg. or less per kilo body weight pro- 
duced a sharp transient rise in red cell count, haemo- 
globin value, and leucocyte count with some fall in 
mean corpuscular volume. The optimum response was 
obtained with a dose of xanthopterin of 1 mg. per kilo 
and in a comparable group of anaemic animals 3-18 mg. 
of folic acid per kilo produced little or no stimulation 
of haematopoiesis. Normal rats given less than 5 mg. 
of xanthopterin per kilo responded with some increase of 
red cells and leucocytes but no significant increase of 
haemoglobin. Doses of more than 10 mg. of xanthop- 
terin per kilo produced some exacerbation of anaemia in 
the anaemic rats and a well-marked anaemia with leuco- 
penia in the normal animals. 

{Groups of only 4 to 7 rats were used in most of these 
experiments; many of the results would have appeared 
more convincing if larger groups had been studied.] 

P. C. Reynell 


253. Studies on the Megakaryocyte. 
Granulopoiesis of the Megakaryocyte 
E. ScHwarz. Archives of Pathology [Arch. Path.) 45, 
333-341, March, 1948. 3 figs., 22 refs. 


The discrepancy between Wright's theory of the origin 
of platelets and the theory which suggested participation 
of the nucleus in thrombocytopoiesis induced a study of 
the formation of granules in the megakaryocyte. The 
bone marrow smears for this study were obtained from 
cases of chronic anaemia, polycythaemia, certain cases of 
thrombocytopenic purpura, and normal and abnormal 
controls. 

Granulopoiesis starts in megakaryoblasts and early 
promegakaryocytes near the indentation of the nucleus. 
This “ functional area ”’ is less dense than the rest of the 
cytoplasm. It grows with the cell and finally replaces 
the basophilic cytoplasm except for a narrow hyaline 
peripheral border. The cytoplasm behind the convex 
side of the nucleus becomes granular last. Multifocal 
or diffuse development of granulation has not been 
observed. In promegakaryocytes the “‘ functional area ” 
is surrounded by the nuclear arrangement. Budding or 
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ANAEMIAS 


expulsion of nuclear chromatin into the functional area 
has not been seen, but artefacts often simulate such a 
process on the convexity of the nucleus. In ageing cells 
lobules break off from the nuclear mass, but this has 
nothing to do with granulopoiesis. During mitosis the 
functional area remains undisturbed. 

Downey’s view of the nuclear origin of the granulation 
of the megakaryocyte is rejected, and so is the theory of 
Rohr and Koller of nuclear excrescences and cytoplasmic 
buds which make up the platelets. The staining reaction 
of the granules is not that of chromatin. Granulo- 
poiesis of megakaryocytes is similar to granular meta- 
morphosis of other cells. With the growth of the 
granular area mitotic activity decreases. Mitosis is 
never seen in fully granular megakaryocytes. The 
suppression of cell division after the completion of 
nuclear mitosis is the fundamental mechanism in the 
production of giant cells, and marrow giant cells are no 
exception. In the formation of megakaryocytes sup- 
pression of cell division is physiological. E. Neumark 
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254. Folic Acid Therapy. Results of a Clinical Study 
W. S. ApAms and J. S. LAwreNnce. American Journal 
of the Medical Sciences [Amer. J. med. Sci.] 215, 487-497, 
May, 1948. 8 figs., 26 refs. 


Folic acid was tried in a variety of blood disorders. 
[The results are consistent with what is already known in 
Britain, and are rather incomplete, but the following 
observations can reasonably be made.] Folic acid will 
correct the abnormal blood condition in cases of per- 
nicious anaemia in relapse. It is likely that the neuro- 
logical manifestations of pernicious anaemia are not 
corrected by folic acid. It is probably unwise to com- 
bine folic Acid and iron in the treatment of pernicious 
anaemia.. All macrocytic anaemias do not respond to 
folic acid, but in those cases in which there is a megalo- 
blastic arrest in the bone marrow, favourable results can 
be anticipated. No beneficial effect can be expected in 
leukaemia. In pernicious anaemia the reticulocyte 
response in patients treated with liver differs from that 
obtained in patients given folic acid. G. F. Walker 


255. Experimental Choline-deficiency Anaemia. (Anemia 
experimental por deficit de colina) 

C. Diaz, H. CasTRO-MENDOZA, G. PANIAGUA, 
and F. Vivanco. Revista Clinica Espaiiola (Rev. clin. 
esp.| 29, 292-296, June 15, 1948. 7 refs. 


Nutritional oedema is characterized by anaemia due 
to reduction not only in erythrocytes but also in the quan- 
tity of plasma, so that there is an absolute diminution 
in the quantity of blood in the circulation. With the 
usual experimental diets it is easy to bring about loss of 
weight, but the percentage of the constituents of the 
various organs remains unchanged. 

Using rats as experimental animals, the authors tried 
various diets deficient in biological protein, but found 
that anaemia did not follow unless there was deficiency 
incholine also. They have previously shown that choline 


=> 


checks malnutrition resulting from diets poor in protein; 
in their view, if choline is deficient phospholipid meta- 
bolism is interfered with in such organs as liver, kidneys, 
intestine, and bone marrow; it plays an important 
part in erythropoiesis. If casein or other protein rich 
in methionine is given the choline deficiency is, in part 
at least, made good; vice versa, if methionine is low but 
choline plentiful, the lipotropic activity in the marrow 
results in checking the anaemia; the beneficial effect of 
choline in the anaemia of protein starvation is to be thus 
explained. H. Harold Scott 


256. Studies in Iron Transportation and Metabolism. 
VI. Absorption of Radioactive Iron in Patients with Fever 
and with Anemias of Varied Etiology 

R. Dusacn, S. T. E. CALLENDER, and C. V. Moore. 
Blood [Blood] 3, 526-540, May, 1948. 9 figs., 17 refs. 


Previous studies of iron utilization, in which radio- 
active iron was injected intravenously, have given errone- 
ous results because it has been assumed unjustifiably 
that the amount of iron found in the circulating haemo- 
globin after a given dose represents the total amount 
absorbed. In the authors’ experiments a dose of 1 mg. 
of radioactive iron (as ferrous chloride, with isotopes 
Fe®> and Fe®®) per kilo body weight was given orally to 
8 normal subjects, and to 12 patients with various types 
of anaemia or fever, in whom utilization of absorbed iron 
might. be expected to be incomplete. The amount of 
iron converted into haemoglobin, and the amount 
eliminated in the faeces, were estimated (the method used 
is described in detail), and that portion of the test dose not 
accounted for by these two figures was taken to represent 
iron that had been absorbed and retained but not imme- 
diately utilized for haemoglobin synthesis. The amount 
of iron in the faeces derived from the colon was con- 
sidered to be insignificant, and in any case less than 
the experimental error of the method. This was shown 
to be 10°%% by observations on patients with iron-deficiency 
anaemia, in whom the iron found in the faeces and in the 
blood should have totalled 100% of the test dose, since 
all the iron ingested would be utilized promptly for 
haemoglobin synthesis. 

Over a 2-week period, healthy subjects sometimes 
absorbed more iron than was converted into haemoglobin, 
but owing to the error involved in the recovery of iron 
from the faeces the results were inconclusive. Patients 
with untreated pernicious anaemia, refractory anaemia, 
and certain fevers all absorbed more iron than was used 
for haemoglobin; in one, with Hodgkin’s disease, 50% 
of the test dose was absorbed, but only 15% utilized, and 
in a case of haemochromatosis the corresponding figures 
were 20 and 2%. These results show that, except in 
cases of hypochromic anaemia, the degree of iron ab- 
sorption cannot be measured by estimating the iron in 
the circulating haemoglobin alone. The -authors con- 
clude with a discussion of the theory that the intestinal 
mucosa regulates the absorption of iron, accepting only 
enough for the requirements of the organism, there being 
no mechanism for the excretion of appreciable amounts 
of iron except by haemorrhage. This is compatible with 
the findings in hypochromic anaemia, but does no 
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explain how patients with those types of anaemia in 
which there are adequate iron stores in the tissues can 
still absorb fairly large amounts of ingested iron. In spite 
of this, the authors consider that this ‘‘ mucosal block ”’ 
theory postulated by Hahn and Granick still affords the 
~ best explanation for the known facts about iron absorp- 
tion. Wilfrid E. Hunt 


257. Observations on the Antianemic Properties of 
Vitamin 

T. D. Spres, R. E. Stone, and T. ARAMBURU. Southern 
Medical Journal [Sth. med. J.] 41, 522-523, June, 1948. 
4 refs. 


This communication is concerned with the response 
of 5 patients to the administration of the new crystal- 
line compound isolated from liver—vitamin B,.. The 
clinical material consisted of 2 cases of Addisonian 
pernicious anaemia, 2 cases of nutritional macrocytic 
anaemia, and 1 case of nontropical sprue at the Hillman 
Hospital, Birmingham, Ala. After red-cell counts, 
which gave figures ranging from 2,020,000 to 2,510,000 
per c.mm., a single injection of vitamin B,, was given to 
each patient. The dose was 0-006 mg. in 4 of the 
patients and 0-015 mg. in the fifth. In all cases sympto- 
matic clinical improvement occurred between the third 
and fifth days, and the reticulocyte responses reached a 
peak, ranging from 12:8 to 22-3%, from the fifth to the 
ninth day. This was followed by an increase in the red 
cells and haemoglobin, and, in all except one case of 
nutritional macrocytic anaemia, in the white cells. 

[The period during which the therapeutic responses 
are recorded was apparently limited to 14 days.] 

J. Davis 


258. Folic Acid in the Treatment of the Anaemias: 
Folicopenic States. (El acido félico en el tratamiento de 
las anemias. Los estados foliopénicos) 

M. Sorrano and J. V. MAN#. Annales de Medicina y 
Cirugia [An. Med. Cirug.] 23, 301-325, May, 1948. 
8 figs., 49 refs. | 


Folic acid has been tried in treatment of a great variety 
of anaemias; details are given of the myelogram and 
blood picture in each type of case. Folic acid is said 
to affect Addisonian anaemia in the same way as liver 
extract, but gives a slower haemic response. The dose 
is 30 mg. daily during relapse, and 10 mg. daily for 
maintenance. [There is no reference to the well-estab- 
lished view that folic acid does not guard the central 
nervous system, or that it may even aggravate subacute 
combined degeneration.] The macrocytic hyperchromic 
anaemias of sprue, both tropical and non-tropical, and 
other “ symptomatic” pernicious anaemias respond to 
folic acid. The authors also state that it is valuable in 
hypoplastic anaemias, in which the marrow is still 
active or in which there is failure of maturation or 
emigration. [This is not in conformity with general 
experience, which indicates that folic acid is valuable only 
in cases with a megaloblastic bone marrow.] Folic 
acid is said to cause increased blood formation in haemo- 
lytic anaemias but without improvement in the clinical 


picture because the number of corpuscles haemolysed igs 
increased, with consequent deepening of the jaundice, 
Post-haemorrhagic anaemia is also benefited. True 
aplastic anaemia is not affected by folic acid. 

It is concluded that folic acid is a substance required 
for normal maturation of pro-erythroblasts [but no 
evidence is adduced that folic acid is the normal stimulus 
to this process]. As some types of abnormal marrow 
rapidly revert to normal after administration of folic acid, 
the authors class these conditions together as “‘ folico- 
penic states”, and even speak of “ essential folicopenic 
anaemia”, which appears to be a heterogeneous col- 
lection of conditions in which folic acid causes improve- 
ment. Piney 


259. Pernicious Anaemia of Pregnancy and the Po 
perium™ 

L. S. P. DAVIDSON, R. H. Girpwoop, and J. R. Cusil 
British Medical Journal Brit. med. J.) 1, 819-822, May 1, 
1948. 4 figs., 8 refs. 


Three cases of pernicious anaemia of pregnancy and 
one case of Addisonian pernicious anaemia are described 
in which relapses during pregnancy were successfully 
treated with folic acid. Three of these cases had failed 
to respond to liver extracts known to be potent. In 
two the extract was refined; in a third a crude extract 
was also used. The response to folic acid was entirely 
satisfactory. In all cases there was megaloblastic hyper- 
plasia of the bone marrow though the blood picture was 
megalocytic in two cases only—a not unusual finding in 
the pernicious anaemia of pregnancy. In two there was 
a histamine-fast achlorhydria, and in two free acid was 
found in the gastric juice. None of the patients had 
diarrhoea or fatty stools during her stay in hospital, 
and a fat-balance test in two cases revealed no evidence of 
defective absorption of fat. The authors state that there 
is at present no satisfactory explanation of the mechanism 
underlying the development of a megaloblastic type 
of anaemia in pregnant women. They consider that 
at the moment folic acid is the best therapeutic agent 
because it can be given by the oral route in the form of a 
small tablet and is apparently effective in those cases in 
which all types of. liver extract fail. Since the duration 
of treatment is limited to a few weeks there is little risk 
of producing subacute combined degeneration of the 
cord, though until further cases have been studied it 
cannot be stated confidently that neurological symptoms 
will not develop in patients with pernicious anaemia of 
pregnancy receiving folic acid. Janet Vaughan 


260. Pernicious Anemia Caused by Diphyllobothrium 
latum, in the Light of Recent Investigations 

B. VON BonsporFF. Blood [Blood] 3, 91-102, Jan., 1948. 
24 refs. 


The author has studied factors which lead to worm 
anaemia in people infested with Diphyllobothrium latum. 
In Finland the parasite is found in 90 % of the population, 
but only 1 in 5,000 to 10,000 worm carriers shows evidence 
of macrocytic anaemia. 

In the great majority of cases of pernicious tapeworm 
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anaemia there seems to be no basis for assuming a defec- 
tive diet or hereditary disposition to be inciting factors. 
The author believes that any worm carrier may suffer 
from macrocytic tapeworm anaemia provided that the 
helminth is situated high enough up in the intestine. 
If the worm is expelled, complete recovery takes place. 
That a person may be infested with Diphyllobothrium 
latum for many years before developing anaemia can be 
explained on the assumption that the worm has only then 
infested the upper parts of the intestine, or alternatively 
that high intestinal reinfestation with additional worms 
has taken place. Subjects cured of anaemia by expulsion 
of the worm may not necessarily show evidence of 
anaemia when reinfested. This, the author suggests, 
would happen if the worm occupied only the lower parts 
of the intestine during subsequent reinfestation. 

Worms expelled by anaemic patients are often found 
to be disintegrated and discoloured. Occasionally no 
worm at all may be found in the faeces. He explains 
this by the fact that the worm if situated higher up in 
the intestine has had a longer distance to travel, during 
which time the digestive enzymes have caused a greater 
degree of decomposition. The size of the worm bears no 
relation to the occurrence or the severity of the anaemia. 
A small worm causes anaemia if it is sufficiently high up 
in the intestine, whereas‘a larger worm is without effect 
if inhabiting only the lower part of the ileum. Spon- 
taneous remissions are not rare in Diphyllobothrium 
anaemia. These are explained by migration of the worm 
towards the lower part of the ileum. The author does 
not believe that the anaemia is due to any change in the 
character of the parasite, neither does he consider that the 
various allergic hypotheses explain the problems of 
mechanism and susceptibility. He believes the most 
important factor to be the inhibition of the interaction of 
extrinsic and intrinsic factors caused directly by the 
R. Winston Evans 


261. The Effects of Liver Extract and Vitamin B,, on 
the Mucous Membrane Lesions of Macrocytic Anemia 

R. E. Stone and T. D. Spies. Journal of Laboratory and 
Clinical Medicine {J. Lab. clin. Med.] 33, 1019-1023, 
Aug., 1948. 11 refs. 


Some patients with pernicious anaemia develop severe 
glossitis and stomatitis, the affected areas being fiery 
red and extremely painful. Such lesions are rapidly 
cured by injections of liver extract or of vitamin Bj», but 
not by folic acid or by thymine. G. Discombe 


262. A Radiological and Pathogenetic Study of Skeletal 
Changes in Jaundice with Decreased Fragility of Erythro- 


cytes. (Contributo allo studio radiologico e pato- 
genetico delle alterazione scheletriche negli itteri con 
iperresistenza globulare) 

L. Perosa and F. ViTeRBO. Archivio E. Maragliano”’ 
di Patologia e Clinica {Arch. “* E. Maragliano ”’ Pat. Clin.] 
3, 403-432, March-April, 1948. 25 figs., bibliography. 


Though the bibliography of Mediterranean anaemia is 
voluminous, only 18 cases with bony changes have been 


reported so far. 


At the University of Bari the skeletal and haemato- 
logical changes were studied in 23 patients between the 
ages of 13 and 66 years, mostly from Apulia. The skull, 
spine, and long bones were examined in most cases. 
Osteoporosis was commoner than osteosclerosis. In 
2 cases there were extensive fan-like vertical striations oi 
the calvarium. The prominent malar bone is a secondary 
character of the disease and produces the mongolian 
facies. Bony hypertrophy starts in early life in these 
patients; porosis occurs only later. Osteoporosis is 
common in the long bones and may involve the ribs. 
In haemolytic icterus osteoporosis is also common, but 
the long bones are rarely affected to a degree which is 
recognized radiologically. The bony changes are not 
usually striking in sickle-cell anaemia and other haemo- 
lytic anaemias. ‘The degree of bilirubinaemia may 
influence the degree of erythroblastic hyperplasia and 
also the severity of the skeletal changes. In 1 case 
osteosclerosis developed after osteoporosis. 

E. Neumark 


HAEMORRHAGIC DISEASES 


‘263. Hemophilia: Current Theories and Successful 


Medical Management in Traumatic and Surgical Crises 
C.-S. WricHuTt, C. A. Doan, V. A. Dopp, and J. D. 
Tuomas. Journal of Laboratory and Clinical Medicine 
[J. Lab. clin. Med.] 33, 708-720, June, 1948. 5 figs., 
31 refs. 


In this paper the management is reviewed of 43 patients 
with haemophilia observed over 17 years at a clinic in 
Ohio State University. A brief account is also given 
of the theories advanced to explain the abnormal coagula- 
tion mechanism of haemophilia. . 

Normal human plasma has an antihaemophilic action - 
which is retained indefinitely in frozen plasma but 
diminishes rapidly after several days’ storage at 4° C. 
Lyophilized plasma also retains its activity. These facts 
led to studies, under the direction of Cohn, in the course 
of which human plasma was separated into 5 major 
portions. Fraction I was found to have a high anti- 
haemophilic property. The unit of this substance has a 
protein equivalent of 60 to 75 ml. of plasma, with an 
antihaemophilic activity of 10 to 15 times the volume of 
plasma from which it came. It is more effective by 
intravenous or bone marrow administration than intra- 
muscularly. 

Two cases are described which were treated with the 
concentrated antihaemophilic fraction I of Cohn. In 
the first case, 50 ml. of freshly thawed frozen plasma 
maintained the coagulation time at normal values for 
24 hours. Two units of fraction I intravenously in 
10 ml. of distilled water produced the same effect for 
4 hours only, and if 4 units were given this period was 
prolonged to about 24 hours. The second case illustrates 
the control of acute haemorrhage; 0-1 g. of fraction I 
controlled the coagulation time for 63 hours, which 
compares with a figure of 66 hours after giving 50 ml. of 
reconstituted frozen plasma. Two further cases illus- 
trate the successful management of patients requiring 
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surgery. In 1 of these, when an emergency splen- 
ectomy was necessary following trauma, the coagulation 
time was kept within normal limits by the repeated 
transfusion of whole blood and fresh plasma. In a 
follow-up extending for 33 months the coagulation time 
varied from 15 to 55 minutes. The other patient re- 
quired tooth extraction, and bleeding was controlled 
by repeated transfusions of 250 to 500 ml. of reconstituted 
frozen plasma. 

The authors discuss the diagnosis of haemophilia and 
point out that fluctuations may occur from time to 
time in the various factors of coagulation. Laboratory 
studies over a period of time may be necessary to 
establish the diagnosis. Shortening of the coagulation 
time after administration of one of the antihaemophilic 
globulin-containing substances is a valuable confirmatory 
test. Rarely, a refractory state may arise in which the 
coagulation time is not lowered by giving fresh whole 
blood, plasma, or the plasma fraction lof Cohn. Treat- 
ment of haemophilia depends upon the successful co- 
operation of the patient, physician, social worker, 
parents, and school authorities. Physical therapy is 
often of great help in treating residual disabilities of 
haemarthroses, which occurred in 11 (25-5%) of the cases 
under review. A. W. H. Foxell 


264. A New Method of Diagnosis of Haemophilia with 


Use of Clotted Venous and Capillary Blood. (Nouvelle 
méthode de diagnostic de ’hémophilie utilisant les sangs 
veineux et capillaires coagulés) 

J.-P. Souter. Sang [Sang] 19, 78-94, 1948. 1 fig., 
3 refs. 

Prolongation of the coagulation time is not patho- 
gnomonic of haemophilia. It occurs in hypoprothrom- 
binaemia and fibrinogenopenia. 

It has long been known that if fresh serum is mixed 
with serum spontaneously expressed from haemophilic 
clot, coagulation occurs. Thus, the plasma has obviously 
not been completely coagulated, and must contain some 
prothrombin and fibrinogen. On this fact, the author 
has based the present method, which is the estimation of 
the prothrombin time in the serum after coagulation of 
the blood and heating for 4 hours in a water bath. 

In haemophilia, most of the prothrombin of the plasma 
remains, and the time is less than 8 seconds in both venous 
and capillary blood, whereas, in the normal subject, the 
time (venous blood) is about 20 seconds and (capillary 
blood) 30 to 60 seconds. 

In severe thrombocytopenia, venous blood gives much 
the same results as in haemophilia, while with capillary 
blood the result is almost normal. A. Piney 


265. Modification of Coagulation Time by Thrombin and 


“ Thrombin-Retard ”. (La thrombine et la thrombine- 
retard, modificateurs du temps de coagulation) 

M. DecHaumMe, G. CrutT, and M. GOuDAERT. Presse 
Médicale (Pr. méd.| 56, 317-318, May 1, 1948. 2 figs., 
11 refs. 


The authors consider that when thrombin is injected 
intravenously it is converted into inactive metathrombin, 


from which active thrombin can be liberated by the 
action of tissue juices from wounds. They therefore 
treated a haemophilic patient, three of whose teeth 
were to be extracted, by injections of 50 to 75 Upjohn 
units of thrombin intravenously at intervals during the 
day to a total of not more than 300 units; the clotting 
time fell from 360 minutes (Lee and White) to 80 minutes, 
and thereafter fluctuated between 30 and 170 minutes, 
The wounds were also treated locally with thrombin, and 
did not bleed excessively. 

The thrombin preparation was that of Leger (Pr. méd., 
1945, 53, 621), and was used either buffered with 5% | 
aminoacetic acid or in a mixture containing 5% each of 
aminoacetic acid and magnesium hyposulphite in water. 
The latter preparation is claimed to have a delayed effect. 
It is also stated that oral administration of the thrombin 
preparation is effective in reducing clotting time. 

G. Discombe 


266. A Coagulation Defect Produced by Nitrogen 
Mustard 

T. R. Smitu, O. C. Jacosson, C. L. Spurr, J. G. ALLEN, 
and M. H. BLock. Science [Science] 107, 474, May 7, 
1948. 5 refs. 


From observations on 5 patients with neoplastic 
diseases and on 3 normal rabbits it was found that 
methyl-bis (8-chloroethyl)-amine hydrochloride, 20 to 
38 mg. in divided doses at variable intervals of time, 
caused a blood coagulation defect identical with that 
produced after radiation therapy, and due to the appear- 
ance of heparin. Within 2 weeks the patients developed 
anaemia, leucopenia, thrombocytopenia, prolonged 
bleeding time, cutaneous petechiae, and ecchymoses. 
Gastro-intestinal and cerebral haemorrhages were serious 
complications. Intravenous administration of toluidine 
blue or protamine (2 mg. per kilo body weight) restored 
the clotting time to normal for 24 hours, and this could be 
repeated. The doses of nitrogen mustard [which were 
excessive and not such as would normally be given] were 
0-3 mg. per kilo twice in 6 hours (1 patient), 4 doses of 
0-1 mg. per kilo at intervals of 7 hours (1 patient), 
4 doses of 0-1 mg. per kilo at intervals of 12 hours (1 

patient), and in 2 patients 4 doses of 0-1 mg. per kilo 
at daily intervals. John F. Wilkinson 


LEUKAEMIAS 


267. Humoral Regulation of Leucopoiesis: (a) Presence 
in Circulating Blood in Leukaemia of Factors Capable of 
Modifying the Leucocyte Picture in Man. (Sulla rego- 
lazione umorale della leucopoiesi. (a) Presenza nel 
sangue circolante di leucemici di fattori capaci di modi- 
ficare il quadro leucocitario nell’uomo) 

G. OttvA and C. TRAMONTANA. Progresso Medico 
[Progr. med., Napoli} 4, 297-303, May 31, 1948. 2 figs., 
5 refs. 


The factors governing the constancy of the white 
cell count within narrow limits are briefly discussed. 
Japanese authors suggested that in the serum of rabbits 
developing leucocytosis after injections of typhoid 
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vaccine, “ neutrophilin ” appeared after an hour. Such 
serum given to other rabbits caused leucocytosis, but 
serum from patients with leucocytosis due to infection 
when transferred to normal subjects caused no leuco- 
cytosis. American authors injected urine from patients 
with leukaemia into animals and caused myeloid or 
lymphoid reactions depending on the type of leukaemia. 

The authors gave 20 ml. of plasma from fasting donors 
to fasting healthy volunteers who were allowed to eat 
4 hours after the intravenous infusion. Blood counts 
were made before the experiment on donor and recipient 
and 2, 4, 6, 8, 12, and 24 hours after on the recipient. 
In 8 experiments involving normal donors and normal 
recipients no really significant changes were noted. In 
4 of the recipients slight febrile reactions were preceded 
by slight increases of polymorphonuclear cells and a 
slight shift to the left. In 3 volunteers who received 
plasma from 3 patients with chronic myeloid leukaemia 
there were slight increases of polymorphonuclear cells 
with a few metamyelocytes and occasional myelocytes 
2 to 8 hours after the infusion. Plasma from 3 cases of 
chronic lymphatic leukaemia, 1 of them being aleukaemic, 
similarly caused increases of lymphocytes in 3 volun- 
teers, while the polymorphonuclears remained unaltered. 
No febrile reactions occurred in the experiments with 
leukaemia. [It is not stated whether the blood groups 
had been matched.] 

It is believed that there is a substance in the plasma 
which causes these reactions, although it is realized that 
the evidence is not conclusive. Formation of this 
substance may be due to destruction of large numbers of 
pathological cells in the blood stream, though the experi- 
ment with aleukaemic lymphadenosis would not support 
this view. It could be due to the tumultuous prolifera- 
tion of cells in leukaemia. This “ necro-hormone ” 
seems to act directly on the bone marrow controlling the 
formation of blood cells and their release from the 
marrow, rather than indirectly on the basal nuclei, the 
nucleus paraventricularis, or other organs. 

E. Neumark 


268. The Skeletal Lesions in Leukemia. Clinical and 
Roentgenographic Observations in 103 Infants and 
Children, with a Review of the Literature 

F. N. SILVERMAN. American Journal of Roentgenology 


and Radium Therapy [Amer. J. Roentgenol.] 59, 819-844, © 


June, 1948. 11 figs., bibliography. 


Findings in 131 cases of leukaemia admitted to the 
Babies Hospital, New York, from 1924 to 1947 are 
reported. References to skeletal lesions in leukaemia 
in the literature are reviewed. The author considers 
that the diagnosis of leukaemia in infants is more difficult 
than in adults because until the last stages there may be 
little change in the number of leucocytes, and immature 
white cells may appear at this age in response to severe 
infections in children who are not leukaemic. 

The clinical course of the cases was characterized 
by fever, pallor, listlessness, haemorrhagic tendencies, 
enlargement of the liver, spleen, and lymph nodes, pain 
in the bones, and a fatal outcome; immature white blood 
cells were found in the peripheral circulation and there 


were anaemia and a reduction in platelets. In the bone 
marrow normal cells were crowded out by abnormal cells 
and at necropsy leucopoietic hyperplasia was observed 
with the presence of immature leucocytes in abnormal 
locations—kidney, testicle, intestine, or skin. There 
was a 2 to 1 preponderance of males over females. 
The ages varied from 22 days to 12 years 7 months; in 
60% the onset was between the first and fifth birthdays. 
The average duration of the illness was 5-1 months, the 
shortest duration being 11 days and the longest 18 months. 

Abnormal white cells were found in the peripheral 
circulation of 102 of 103 patients examined. In | case in 
which the patient died one week after admission 4 blood 
counts failed to demonstrate any abnormal blood cells. 
The absence of leucocytosis was more common than the 
absence of abnormal leucocytes, a finding reported 
previously by other observers. The presence of an 
increased erythrocyte sedimentation rate was a related 
finding in almost all cases. 

Radiographs may be of considerable assistance in 
diagnosis. In 52 of 103 leukaemic children bone 
changes ‘were seen in the radiographs. These were of 
the few types which have previously been described: 
(1) transverse bands of diminished density; (2) osteo- 
lysis; (3) osteosclerosis; (4) subperiosteal new-bone 
formation. The bone changes were more frequently 
recognized in the later stages of the disease, but not in all 
sites of bone pain could changes be detected by radio- 
graphy. The transverse zones of decalcification were 
more apparent in the sites of most rapid growth, such as 
the metaphyses in the region of the knee-joint.* These 
zones may show some fluctuation in thickness, as in renal 
rickets. Biopsies on the sternum were unreliable in 
diagnosis of this condition. 

The occurrence of abnormal (immature) leucocytes in 
abnormal numbers or in abnormal localities was the 
most common feature in the cases studied. Several 
patients who were found to have aplastic anaemia pre- 
sented typical signs and symptoms of leukaemia and the 
correct diagnosis was not made until necropsy. The 
possibility remains that these patients had leukaemia 
with complete exhaustion of the leucopoietic tissue. 

James F. Brailsford 


269. Leukaemia Presenting with Neurological Mani- 
festations 

W. R. Gautp. Lancet [Lancet] 1, 939-941, June 19, 
1948. 7 refs. 


The author describes 3 cases in young adult males 
who were admitted to the Aberdeen Royal Infirmary for 
persistent backache followed by pain and weakness of the 
legs; in 2 of the cases there was also retention of urine. 
In all 3 cases a blood count revealed the presence of 
leukaemia, and in all 3 the protein content of the cerebro- 
spinal fluid was high. Of 334 cases of leukaemia analysed 
by Schwab and Weiss (Amer. J. med. Sci., 1935, 189, 
766) 20-5% had neurological signs. The clinical mani- 
festations of leukaemic involvement of the central 
nervous system may be due to (1) infiltration of brain or 
cord with leukaemic deposits around which haemorrhages 
may occur; (2) areas of softening caused by thrombosis 
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of vessels; (3) intracerebral, subdural, or subarachnoid 
haemorrhage; (4) infiltration of the meninges with 
leukaemic deposits; (5) infiltration of nerve roots or of 
peripheral nerves. Geoffrey McComas 


270. Urethane Treatment in Leukaemia. (Urethan- 
behandling ved leucose) 

P. B. HANSEN. Nordisk Medicin (Nord. Med.] 38, 930- 
934, May 7, 1948. 2 figs. 


The author reports the results obtained in the treatment 
of leukaemia at Radiumstationen, Aarhus during 1946-7, 
when urethane was used, and compares them with pre- 
vious results of x-ray treatment. Of 30 patients with 
leukaemia seen during the year 27 received urethane; of 
the other patients, 2 were moribund and the third 
required x-ray treatment for skin involvement. Most 
of the cases were of chronic lymphatic leukaemia (21) 
and more than half (15) had previously had x-ray 
treatment. Urethane was given orally in doses averaging 
3 g. a day and the average total dose was about 60 g. 
Rectal, intramuscular, and intravenous routes were not 
used. Toxic effects were common—especially nausea 
(two-thirds of the cases), sleepiness, or fatigue (about 
half) and vomiting (about a quarter). As the drug is 
only palliative and an improvement in the patient’s 
well-being is the aim of treatment, these toxic effects 
were nearly always the reason for ending the course. 
Criteria used to assess progress were the patient’s well- 
being, the size of the spleen and lymph nodes, the blood 
picture; and in the aleukaemic cases the basal metabolic 
rate. 

The immediate results were good, two-thirds of the 
patients showing improvement; this agrees well with 
the results of Paterson, Haddow, et al. (Lancet, 1946, 1, 
677) but is no better than the results obtained at Aarhus 
with x rays. After 6 months only one-sixth of the 
patients were still improved and nearly half were dead; 
the average duration of improvement seemed to be 3 to 
4 months, which compared unfavourably with the 
remissions of 6 to 12 months usually obtained with 
xrays. Further, the toxic effects are greater than those 
of x-ray treatment; the patients always lose weight, and 
the anaemia may get worse or go on to the aplastic 
type. The author concludes that x-ray irradiation 
(which has been adopted again in Aarhus) is still the 
treatment of choice for chronic leukaemia, and that 
urethane treatment is still in the experimental stage, 
being worthy of trial in acute leukaemia where x-ray 
treatment is usually contraindicated. 

A. M. M. Wilson 


RETICULO-ENDOTHELIAL SYSTEM 


271. Studies in Hodgkin’s Syndrome. VII. Nitrogen 
Mustard Therapy 

R. P. Zanes, C. A. DoAN, and H. A. Hoster. Journal 
of Laboratory and Clinical Medicine [J. Lab. clin. Med.] 
33, 1002-1018, Aug., 1948. 5 figs., 15 refs. 


Nitrogen mustard (methyl-bis-(8-chloroethyl)amine 
ydrochloride) was given to 31 patients with histologically 


proven Hodgkin’s disease, 20 patients receiving one, 9 
receiving two, and 2 receiving three courses, each of 0-1 
mg. per kilo body weight daily for 5 days, or the same 
quantity over a shorter period. Remissions were 
observed in 21 patients, and in 3, who had previously 
received a course of x rays without benefit, a subsequent 
course of x rays was followed by improvement.. When 
there was a remission the more troublesome symptoms— 
such as pain, pruritus, and anorexia—were rapidly 
relieved. Five patients did not benefit. 

Toxic reactions were consistent—anorexia, nausea, and 
vomiting occurring within a few hours of injection, 
Leucopenia was most severe 3 weeks after a course; 
the number of lymphocytes decreased within 2 or 3 days 
and later returned to the original figure; but all cell 
types were equally diminished after 3 weeks. The 
absolute monocytosis initially present disappeared in 
cases where a satisfactory clinical remission was obtained. 
Thrombocytopenia developed in about half the cases, 
Pruritic, maculopapular skin eruptions were seen in about 
half the cases, and the classical lesions of herpes zoster 
in 5 out of the 31. In 1 case an oesophago-bronchial . 
fistula and in another a caecal perforation developed. 

[This paper must be read in full by anyone who wishes 
to use nitrogen mustard in Hodgkin’s disease.] 

G. Discombe 


272. Liver Biopsy in Sarcoidosis 
J. G. SCADDING and S. SHERLOCK. 
79-87, June, 1948. 5 figs., 11 refs. 


Aspiration biopsies of the liver from 3 cases of sar- 
coidosis showed lesions characteristic of this disease in 
all. Ina fourth case in which there was no other evidence 
of this disease, the same histological appearances were 
observed in a biopsy of the liver. R. H. D. Short 


Thorax [Thorax] 3, 


273. Disturbances of Arterial Circulation in Xantho- 
matosis. (Arterielle Durchblutungsstérungen bei essen- 
tieller Xanthomatose) 

P. H. Rossier and F. BuLiet. Practica Oto-Rhino- 
Laryngologica [Pract. oto-rhino-laryng., Basel] 10, 315- 
338, 1948. 8 figs., 31 refs. 


The nature and pathogenesis of the disturbances in 
xanthomatosis are discussed. Attention is drawn to 
the strict correlation between the amount of free and 
esterized cholesterol and the total cholesterol to the 
phosphatides in normal blood. The relation of the fatty 
acids to cholesterol is less clear; plasma proteins— 
particularly « and 8 glob ulins—influence the solubility 
of cholesterol. Xanthom atosis with hyperlipaemia can 
be improved by a cholesterol-free diet. Essential 
xanthomatosis is a heterogeneous condition and _ its 
aetiology is not yet comp letely understood. 

Four cases of xantho matosis of the heart (coronary 
arteries) are described; in two xanthomatous changes in 
the arteries were demonstrable by arteriography. The 
differential diagnosis from Buerger’s disease is discussed. 
The higher incidence of vascular xanthomatosis in 
females is emphasized. H. Herlinger 
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Respiratory Disorders 


274. Expulsion of Group A Hemolytic Streptococci in 
Droplets and Droplet Nuclei by Sneezing, Coughing and 
Talking 

M. HAMBURGER and O. H. ROBERTSON. American 
Journal of Medicine [Amer. J. Med. 4, 690-701, May, 
1948. 3 figs., 19 refs. 


This investigation was undertaken to determine the 
numbers of group A streptococci expelled directly into the 
air by sneezing, coughing, and talking, and to differen- 
tiate between streptococci contained in rapidly falling 
droplets, and tiny “ droplet nuclei ” which remain in 
the air for longer periods. 

The subjects were young male carriers, detected by 
nose and throat culture. In the investigation the subject 
sat in a chair. Six air cultures were taken as follows: 
(1) Three blood-agar plates containing 1 in 1,000,000 
gentian violet were placed on the floor directly in front of 
the subject, 1-5, 5-5, and 9-5 ft. (45, 165, and 285 cm.) 
from the vertical plane of his face. It was expected that 
these plates would receive large, rapidly falling droplets. 
(2) To catch droplet nuclei three broth-bubbler samplers 
were used. These samplers drew air through 20 ml. of 
broth at the rate of 1 cu. ft. (0-028 cu. m.) per minute. 
At the end of the experiment 5-ml. aliquots of the broth 
were used for making blood-—agar pour plates. 

The results showed that few or no haemolytic strepto- 
cocci were discharged as droplet nuclei on sneezing, 
but many were discharged as large droplets, less than 
10% of which travelled as far as 5-5 ft. On the other 
hand, it was found that 35% of subjects expelled «- 
streptococci in droplet nuclei. This indicates that the 
material expelled in sneezing is mainly saliva. It was 
also shown that about 50% of the number of streptococci 
collected during sneezing still remained suspended in the 
air after 10 to 16 minutes. It was found that in 19 out of 
20 subjects practically no streptococci were ejected by 
coughing or by talking. 

It is concluded that the material dispersed into the 
air during sneezing is mainly saliva, and that very few 
sneezes discharge significant numbers of haemolytic 
streptococci as droplet nuclei. It is thus only the rare 
individual whose sneezes heavily contaminate the air, 
but he is particularly dangerous since the material 
atomized in a sneeze is saliva, and he may have a negative 
nasal culture.. Coughing and talking are important only 
in sporadic infections. R. B. Lucas 


275. Intracellular Inclusion Bodies in Mild Disease of 
the Respiratory Tract 
C. DE BERARDINIS. Archives of Pathology [Arch. Path.] 


45, 360-365, March, 1948. 1 fig., 10 refs. 


Smears of exudate from the oropharynx were examined 
for inclusion bodies in epithelial cells. Such inclusion 
bodies were found in 1 to 16% of cells in smears from 7 
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of 57 normal individuals, and in 2 to 28% of cells in 
smears from 20 of 33 persons with mild colds. Inclusion 
bodies were nearly always found in the early stages of 
more severe forms of acute pharyngitis. Bacteria were 
scanty in smears taken at the onset of the infection, but 
were numerous 24 to 48 hours later; the number 
of inclusion bodies decreased concomitantly. The in- 
clusion bodies were 0-5 to 1-5 jz in diameter, and as many 
as 12 might be seen in 1 epithelial cell, although the usual 
number was 3 or 4. Martin Hynes 


276. Prospects for Prevention of Chronic Bronchitis and 
Bronchiectasis. Rational Management of Bronchopul- 
monary Infections by Penicillin Aerosol Therapy 

W. Finke. Journal of Pediatrics [J. Pediat.] 33, 29-42, 
July, 1948. 28 refs. 


Fifteen children with chronic respiratory infections 
other than established bronchiectasis, who had had 
symptoms for over 3 months, were treated at home with 
inhalations of penicillin aerosol,-administered 2 or 3 
times daily for 2 months or more. (The methods of 
administration have been previously described by the 
author.) Results were encouraging, the less chronic 
conditions generally clearing up completely; the more 
chronic symptoms were greatly improved. Asthma 
secondary to chronic respiratory infections responded 
well. D. Gairdner 


277. Bronchiectasis following Aspiration of Timothy 
Grass. Report of Eight Cases 

M. G. CarRTER and K. J. WetcuH. New England Journal 
of Medicine [New Engl. J. Med. 238, 832-836, June 10, 
1948. 4 figs., 6 refs. 


The clinical histories of 8 patients who had aspirated 
timothy-grass heads are outlined. The ages of the 
patients ranged between 14 and 14 years. The authors 
point out that a history of aspiration may be lacking, 
and that, generally speaking, the symptoms are those 
of severe pulmonary suppuration, usually starting 
as an apparently straightforward pneumonia. Severe 
haemoptysis was present in 2 of their cases. The end- 
result of the lodgment of the head of a timothy grass in 
the bronchial tree is the development of a severe degree 
of bronchiectatic change leading to abscess formation, 
and occasionally to discharge of the foreign body through 
the chest wall. Special features of the cases were peri- 
bronchial fibrosis and an endarteritis obliterans of the 
bronchial vessels. In only 3 cases was it possible to 
remove the timothy-grass head bronchoscopically, and 
in 2 of these lobectomy was still necessary later on, as it 
was in the remaining 5 cases. The authors stress the 
importance of early diagnosis if bronchoscopic removal 
is to be effective, and state that the possibility of foreign 
bodies being aspirated should be borne in mind ini all 
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cases of pulmonary suppuration in young children, and 
especially when severe haemoptysis occurs in this age 
group. Richard D. Tonkin 


278. Massive Doses of Penicillin and Sulphonamides in 
the Treatment of Pulmonary Abscess. (La penicillina e i 
sulfamidici a dosi massive nella terapia degli ascessi del 
polmone) 

A. VivaRELLI and A. Lura. Archivio di Patologia e 
Clinica Medica (Arch. Patol. Clin. med.] 26, 1-30, 1948. 
22 figs., 48 refs. 


With reference mainly to recent Italian, French, and 
American sources, the authors discuss the difficulty of 
assessing therapy in a condition with a tendency to heal 
without treatment (52 to 74%), and a prognosis which 
varies considerably with the nature of the predominating 
bacteria, host resistance, and speed of diagnosis. They 
consider that medical treatment is indicated in acute 
cases seen within 40 days of the onset and admit the 
need for early surgery when the abscess is putrid or is 
first diagnosed after the 40th day. 

From in vitro and clinical studies, the authors consider 
that a combination of sulphonamide and penicillin 
therapy is of great value in cases of lung abscess. During 
1945-7 they treated 16 patients with 2-hourly intra- 
muscular injections of penicillin, a daily dose of 120,000 
to 300,000 Oxford units being given for 20 days, combined 
with intravenous administration of sulphapyridine, 16 
to 24 g. daily for 5 to 10 days. The case histories of 
8 of these patients are given with illustrative radiographs. 
In 3 the abscess was of extrapulmonary origin. Patients 
were cured when treatment started before the 65th 
day of illness; when treatment was delayed until the 
76th to 120th day the condition improved sufficiently 
for surgery to be undertaken. In one case of multiple 
abscesses the picture after treatment was that of poly- 
cystic lung. John Hambling 


279. Pathogenesis and Aetiology of the Léffler Syndrome. 
(Zur Pathogenese und Atiologie der fliichtigen Lungen- 
infiltrate mit Bluteosinophilie (L6fflersches Syndrom)) 
W. A. F. and M. E. MAcepo. 
Helvetica Medica Acta [Helv. med. Acta] 15, 223-239, 
June, 1948. 10 figs., 19 refs. 


In a series of experiments 25 guinea-pigs were infested 
with Ascaris lumbricoides, the majority ingesting 18 to 
230 larvae: 15 of the animals were killed from 1 to 14 days 


later and 1 on the thirty-fourth day. On the fifty-second 
day the survivors were reinfested, and these, with 4 newly 
infested animals, formed a second group. . All these 
were killed between the second and sixteenth days after 
infestation: 2 guinea-pigs were used as controls. In 
24 of the infested animals in the two experiments it was 
possible to demonstrate radiographic changes in the 
lung fields. The shadows were mainly in the middle and 
lower zones, more commonly on the right side. The 
transient nature of these changes was clearly observed 
in some instances. Approximately 60% showed at 
some stage a blood eosinophilia of more than 4%. In 
the majority of those not killed early in the experiment 
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the blood picture returned to normal in 10 to 14 days, 

. The eosinophilia recurred in animals receiving the second 
infestation. The blood changes lasted throughout the 
period of greatest radiographic abnormality, which 

_ occurred, in general, during the second week. Thorough 
microscopical examination of the lungs of all the animals 
killed between the first and sixteenth days following 
infestation showed a diffuse focal pneumonia, the 
exudate being loaded with eosinophil leucocytes,. 
Ascaris larvae were seen in many of the foci. An 
important constituent of the histological picture was the 
presence of numerous areas of atelectasis throughout the 
affected areas of the lung. Many bronchi were infiltrated 
with eosinophil leucocytes and surrounded by eosinophil 
exudates. Several of the bronchioles appeared to be 
completely blocked by plugs containing eosinophil 
leucocytes, desquamated epithelial cells, and ascaris 
larvae. This apparently accounts for the widespread 
focal atelectasis. The authors emphasize the importance 
of atelectasis as a cause of transient radiological changes 
in the syndrome in man. None of these changes was seen 
in the organs of an animal killed on the thirty-fourth day, 
although there had previously been radiographic changes 

*in the lungs and a blood eosinophilia. It is clear that the 
tissue changes brought about by the wandering of the 
larvae are reversible and essentially transient. 

The experiments show that it is possible, by infestation 
of the animals with ascaris larvae, to reproduce in 
guinea-pigs all the characteristics of L6ffler’s syndrome: 
they complete the evidence, Which is here reviewed, for 
accepting ascaris infestation as one of the causes of 
transient pulmonary infiltrations with eosinophilia in 
man. J. R. Bignall 


280. Seven-year Study of Pneumococcus Type Incidence 
in the Royal Hospital for Sick Children, Glasgow 

K. J. GutHrie and G. L. Monrcomery. Journal of 
Hygiene [J. Hyg., Camb.] 46, 123-128, July, 1948. 1 fig, 
53 refs. 


For Industrial Diseases of the Lung, see Section 
Hygiene and Public Health, Abstracts 16-25. 


281. Acute Benign Dry Pleurisy. Six Cases in a 
Hospital Staff 

J. D. Gray and F. S. Carter. Lancet [Lancet] 2, 254- 
255, Aug. 14, 1948. 1 fig., 7 refs. 


The authors describe a small outbreak at the Belgrave 
Hospital for Children, London, of an illness resembling 
Bornholm disease. Five nurses and 1 maid working 
in various wards were affected within the space of 5 days. 
The illness resembled Bornholm disease in its febrile 
onset, with pain of pleuritic type which passed off within 
48 hours but recurred about the third or fourth day 
[the number of cases in which this recrudescence was seen 
is not clear], and its benign course with recovery within 
7 to 14 days. In 3 of the 6 cases pleural friction was 
detected, in 1 with a palpable fremitus. Radiological 
and laboratofy investigations were uninformative. 

J. G. Scadding 


14 days, 
> second 
Out the 
which 
norough 
animals 
»llowing 
lia, the 


cocytes, . 


An 
was the 
hout the 
filtrated 
sinophil 
d to be 
sinophil 


ological 


idding 


Digestive 


282. Treatment of Pneumococcal Peritonitis with 
Penicillin. (Le traitement de la péritonite 4 pneumo- 
coques par la pénicilline) 

V. MAzAL. Annales Paediatrici [Ann. paediatr., Basel] 
170, 252-262, May, 1948. 9refs. ~. 


This paper reviews 111 cases of pneumococcal peri- 
tonitis in children aged between 2 years and 10 years; 
only 7 cases occurred in boys. The seasonal incidence 
appears to vary in different localities. The clinical 
syndromes apparently depend on the virulence of the 
organism rather than the type, for in almost every case 
type I was present. In diagnosis vaginal swabs are con- 
sidered useless because pneumococci are commonly 
found in the vagina of small girls; blood culture is too 
slow, and puncture of the pouch of Douglas too-dan- 
gerous. The authors advocate exploratory laparotomy 
through an appendix incision (and favour appendic- 
ectomy even in the presence of pneumococcal pus), 
claiming that it renders a diagnosis sure without added 
risk. 

The series of cases is divided into 3 groups: 


Period Cases | Mortality 
20 Pre-sulphonamide 
(a) 1931-43 79 30-3% Pre-pe nicillin 
(b) 1943-45 11 18% Sulphonamide treated 
(c) 1946-47 __ 21 0% Penicillin treated 


In group (c) laparotomy and appendicectomy were 
performed in every case, and 50,000 to 100,000 units of 
penicillin were given intraperitoneally. Subsequently 
3-hourly intramuscular injections of 10,000 to 15,000 
units of penicillin were administered until all symptoms 
had disappeared. Patrick Mallam 
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283. Nocturnal Gastric Secretion. Studies on Normal 
Subjects and on Patients with Duodenal Ulcer, Gastric 
Ulcer and Gastric Carcinoma 

E. Levin, J. B. KirsNer, W. L. PALMER, and C. BUTLER. 
Archives of Surgery [Arch. Surg., Chicago] 56, 345-356, 
March, 1948. 3 figs., 11 refs. 


A comparison was made of the 12-hour nocturnal - 


gastric secretion in normal subjects and in patients 
suffering from duodenal ulcer, gastric ulcer, and gastric 


_ Carcinoma. The volume and free hydrochloric acid 


content were estimated. As expected both volume and 
amount of free acid were greater in: patients with duo- 
denal ulcer than in normal subjects, and lower 
in cases of carcinoma. Patients with gastric ulcer, 


however, on an average showed no significant difference 
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from normal subjects as far as volume was concerned, and 
actually secreted less free hydrochloric acid. On the 
other hand they secreted a larger volume and more free 
acid than did the patients with carcinoma. R. Schneider 


284. Synthetic Resin—A New Antacid for Treatment of 


Peptic Ulcer 


M. KRAEMER and L. H. Srecer. Archives of Surgery 
[Arch. Surg., Chicago] 56, 318-328, March, 1948. 8 refs. 


This is another paper on the new synthetic antacid, 
“ amberlite IR IV’ [see Abstracts of World Medicine, 
1948, 4, 288]. It has been known since 1935 that 
phenolic resins could be used to remove both acids and 
alkalies from solutions without affecting the solvent. 
This finding led to an attempt to utilize these substances 
as antacids in the treatment of peptic ulcer. Amberlite 
IR IV is a condensation product of diphenylol dimethyl- 
methane and formaldehyde in a basic medium. Accord- 
ing to the authors it has all the advantages and few of the 
disadvantages of the older antacids. It is completely 
non-absorbable, does not alter mineral metabolism, is 
effective in small quantities, and is cheap. It does not 
affect bowel function and does not irritate the stomach. 
As it gives a sandy, powdery sensation on tongue and 
throat, it should be administered in capsules. Tested 
against 100 ml. of an N/20 HCI solution 0-6 g. of the 
plastic resin was as effective for neutralization as 0-2 g. 
calcium carbonate and as 38 ml. of “* amphojel”’ (alu- 
minium hydroxide suspension). 

The resin was tried on 60 peptic ulcer patients most of 
whom were ambulatory, and who were treated with diet 
and atropine. Doses from 2 to 9 g. were given daily for 
6 to 8 months, and 47 cases (80%) improved. Of the 
13 patients who did not respond to the resin, 3 responded 
to other antacids. © R. Schneider 


285. A Study of Gastric Mucosa in Various Diseases. 
Affecting the Upper Part of the Gastro-intestinal Tract 
W. C. -Meyers. Gastroenterology [Gastroenterology] 
10, 923-938, June, 1948. 8 figs., 14 refs. 


Careful microscopical studies of the gastric mucosa 
were carried out in a number of cases of duodenal and 
gastric ulcer, of gastric carcinoma with and without free 
hydrochloric acid, and of pernicious anaemia. Nearly 
all the material was obtained by gastrectomy, but a few of 
the cases of anaemia were studied only after death. The 
object of the investigation was to elucidate the problem of 
chronic gastritis, chiefly by establishing criteria whereby 
the degree of gastritis present might be judged. 

From his observations the author tentatively concludes 
that gastritis is pathologically the same process, however 
it may be brought about. ‘“* It begins with an inflamma- 
tory reaction accompanied by hyperemia and cellular 
infiltration; if chronicity is allowed to develop by virtue 
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of persistence of the etiologic factor, the mucous mem- 
brane passes through successive stages of glandular 
destruction, erosion, formation of cysts, destruction of 
the muscularis mucosa and finally a state of atrophic 
anadenia [absence of glands?]. All the while this is 
going on, the glandular elements which still persist make 
sporadic attempts at regeneration, trying to regain 
normal function, but finally fail and are replaced by an 
intestinal type of mucous membrane. The end result is 
the same, be the associated condition ulcer, cancer, or 
pernicious anaemia.” 

The degree of gastritis can be graded from | to 4, a 
basis for grading being the degree of lymphocytic infiltra- 
tion, the presence of atrophy and destruction of the 
glands, the similarity of the gastric mucosa to intestinal 
mucosa; the presence of surface erosion, and the degree 
of destruction of the muscularis mucosae. This last 
criterion is especially valuable, since the amount of 
cellular infiltration, fibrosis, splitting, and fragmentation 
of the muscle layer reliably indicates the chronicity of the 
inflammation. 

The evidence for the above conclusions is presented in 
considerable detail and in the form of tables, with micro- 
graphs. The author does not consider that his studies 
warrant any conclusion as to whether gastritis is or is not 
a precursor of peptic ulcer or carcinoma. 

John R. Forbes 


286. Peptic Ulcer of the Esophagus with Severe Bleeding 
Controlled by Oxycel : 

K. B. CASTLETON and D. A. DoLowitz. Gastroentero- 
logy [Gastroenterology| 10, 797-800, May, 1948. 16 refs. 


Severe bleeding from an oesophageal ulcer was stopped 
by the local application of “‘ oxycel ” (oxidized cellulose) 
through an oesophagoscope. The ulcer subsequently 
healed. It is suggested that this method of controlling 
haemorrhage might be applied to bleeding oesophageal 
varices. John R. Forbes 


287. Treatment of Peptic Ulcer with Enterogastrone 

H. M. PoLitarb, M. BLock, W. H. BACHRACH, and J. 
MASON. Archives of Surgery [Arch. Surg., Chicago] 56, 
372-385, March, 1948. 7 figs., 7 refs. 


A clinical, radiological, and biochemical investigation 
was made of the effect of enterogastrone in 28 patients 
with peptic ulcers. Twelve received 8 to 16 g. orally 
daily, and the remainder intramuscular injections of 
200 mg. daily for 6 days a week. The duration of treat- 
ment ranged from 2 weeks to 11 months. Of the 12 cases 
treated orally only 2 had a recurrence, and of the 16 
treated parenterally only 1. The period of observation, 
however, was short in many instances. Only 7 patients 
were treated for 6 months or longer so that, as the 
authors themselves admit, no definite conclusions can be 
drawn from these findings. 

Seventeen patients were examined radiologically 
before and after treatment. Of these 6 improved under 
treatment, 8 showed no change, and 3 were worse. The 
biochemical findings are of particular interest. Neither 
single nor continued doses had any effect on volume or 


DISORDERS 


acidity of the fasting juice, or on the response to the 
alcohol test meal. [This is in complete disagreement 
with the results of Kirshner, Levin, and Palmer (Gastro- 
enterology, 1948, 10, 256; Abstracts of World Medicine, 
1948, 4, 179) who found significant diminution in 
volume and acidity of the nocturnal resting juice in 
16 of the 30 cases investigated. The doses used by the 
latter authors, however, were higher (600 to 3,000 mg.) 
compared with doses of only up to 800 mg. in the present 
series. ] R. Schneider 


288. Prepyloric Spasm Simulating Gastric Malignancy 
A. L. CoHN and R. L. Gastroenterology [Gastro- 
enterology] 10, 782-791, May, 1948. 4 figs., 7 refs. 


The authors describe 8 patients in whom there was 
radiological evidence of marked spasm of the pylorus and 
pyloric antrum but of whom none proved subsequently” 
to have any organic lesion in the neighbourhood of the 
pylorus. Two patients had simple gastric ulcers high 
on the lesser curvature; one had a malignant gastric 
ulcer in a similar situation, 1 had a duodenal ulcer, and 
4 had no evidence of any organic disease. The pyloric 
spasm in the non-organic cases was thought to be due to 
psychogenic influences. The authors discuss the- dif- 
ferential diagnosis of these cases, and stress the difficulty 
of excluding pyloric carcinoma. Three of these 8 
cases were subjected to laparotomy because of the doubt 
about malignancy. John R. Forbes 
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289. Diverticulosis of the First Part of the Duodenum. 
(Diverticulos da primeira porgao do duodeno) 

E. SamaGaio. Portugal Médico [Portugal méd.} 32, 205- 
213, May, 1948. 7 figs., 23 refs. 


The author reports 2 cases of diverticulum of the first 
part of the duodenum. After mentioning the very 
different frequencies of demonstration of these diverticula 
radiologically and at necropsy, he points out that about 
90% are found on the pancreatic side of the second 
and third parts of the duodenum; they are least common 
in the first part, hence this report. In the first case the 
diagnosis was made radiologically, a clear-cut pedicle 
and rugal patterns being seen, and confirmed at operation; 
histological examination showed that all the layers of 
the duodenal wall were involved and were covered by 
peritoneum; ‘there was no evidence of inflammation. 
In the second case the diagnosis was not clear radio- 
logically, but operation and histological examination 
showed that there was a non-inflammatory diverticulum 
of the first part of the duodenum involving all coats and 
covered with peritoneum. Both patients were women 
in their twenties with histories of vague and intermittent 
indigestion for many years. In the differential diagnosis 
from pseudo-diverticula (arising in ulcer niches) or un- _ 
usually large or abnormally shaped duodenal bulbs, the 
author points out the importance of demonstrating the 
mouth of the diverticulum and of investigating the 
peristaltic activity of the whole region. 

A. M. M. Wilson 
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290. Mucosal Studies in Colitis Due to Parasites 

J. ARENDT and J. COHEEN. American Journal of Roent- 
genology and Radium Therapy [Amer. J. Roentgenol.) 59, 
865-876, June, 1948. 14 figs., 27 refs. 


The authors briefly review the literature of the radio- 
logical changes revealed by the barium enema in amoebic 
colitis. They consider that insufficient attention has 
been paid to the finer mucosal pattern and that some 
differentiation of the parasitic group of diseases is 
possible from the general group of.‘ ulcerative colitis ”. 
Of 98 cases of protozoan infestation, 32 were examined 
by opaque enema; of these 24 gave positive radiological 
findings. 

The picture of the normal mucosa is discussed by the 
authors, who give their reasons for regarding haustration 
as an anatomical rather than a functional unit. The 
absence of this is, therefore, of pathological significance. 
Deviations from the normal which they regard as patho- 
logical include gross widening of the folds of mucosa, 
marked irregularity in their arrangement, or the complete 
absence of folds. In the first 4 cases described and illus- 
trated, radiological changes are confined to the caecum 
and ascending colon, where. spasticity and irregular 
haustration are the main features. Further cases 
illustrate changes in the distal half of the colon where 
narrowing and rigidity are seen. Attention is drawn in 
another case of proved amoebic dysentery to the paucity 
of mucosal folds in the caecum. The folds are widely 
spaced and there is a soft-tissue “* wall effect ”’ represent- 
ing the swollen mucosa. The association of non- 
specific ulcerative colitis with amoebic colitis may con- 
fuse the picture, but the occurrence of lesions at both ends 
of the colon is a suggestive finding. 

The actual ulceration due to amoebiasis is not readily 
seen owing, the authors believe, to the tendency for the 
crater to be very small and the main destructive effect to 
be submucosal. In contrast, ulcerative colitis gives rise 
to a tesselated appearance of irregular ulcerated patches. 
The authors observe that in the latter the barium does not 
fill the craters but tends rather to adhere to pockets of 
deformed residual mucosa. Since anti-amoebic measures 
alone will not cure the mixed type of infection, careful 
observation of the mucosal pattern is important in 
diagnosis. The authors consider that a better opaque 
medium than barium is desirable. Colloidal thorium 
oxide is useful but not economical. A. M. Rackow 


291. Studies of the Effect of Tetraethylammonium 
Chloride on Gastric Motor and Secretory Function in 
Patients with Duodenal Ulcer a 

H.S. Brown, E. L. Posey, and E. E. GAMBILL. Gastro- 
enterology [Gastroenterology] 10, 837-847, May, 1948. 
3 figs., 3 refs. 


Tetraethylammonium chloride (TEAC) is chemically 
related to acetylcholine and exerts a transient action in 
lowering blood pressure and depressing gastric secretion 
and motility. Serial test-meal examinations were made 
on 10 patients with active duodenal ulcer, under carefully 
controlled conditions with and without TEAC administra- 
tion. A reduction in free gastric acidity of approximately 


_ it gave immediate relief. 


40% after intramuscular, and 60% after intravenous, 
injection was noted, and reductions of 30 and 40% respec- 
tively in total acidity after doses of TEAC of 1,000 mg. 
(intramuscularly) and 400 mg. (intravenously). 

After intramuscular injection the reduction lasted for 
2 to 3 hours, but after the smaller intravenous dose only _ 
30 to 60 minutes. In 7 patients with ulcer (6 duodenal, 
1 gastro-jejunal) examined with a balloon in the stomach 
fixed to a small stomach tube and manometer, TEAC 
administration (400. mg. intravenously) caused a com- 
plete cessation of gastric motility within one-half 
minute to 3 minutes, lasting for an average of 39 minutes. 
The latent period after intramuscular injection was 4 to 
9 minutes, and the duration of gastric inhibition lasted 
for from 2 to 3 hours. No ill effects were recorded. 
The possible use of TEAC in therapy is limited by its 
short action and possible dangers, but in 2 of these 
patients who were suffering pain at the time of injection 
Thomas Hunt 
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292. Liver Cirrhosis in the Aged 
J. Bock. Journal of Gerontology [J. Gerontol.] 3, 111- 
118, April, 1948. 11 refs. 


In this article the author reviews the cases of liver 
cirrhosis found in the necropsy records for 1939-46 of 
the hospital of the City of the Aged, Copenhagen. All 
the patients were. over 60 years of age; 137 cases of 
cirrhosis were found out of 3,117 necropsies. All were 
of Laénnec type, except one case of non-diagnosed 
biliary cirrhosis. The incidence for the general popula- 
tion has been estimated as between 2:2 and 4:-4%. The 
sex incidence remained fairly constant with a 2:1 
preponderance of females. 

The diagnosis was established in vivo in 7-8°% of female 
and 8-3% of male cases. These cases together with those 
in which liver cirrhosis was the main cause of death 
numbered only 31 (20 females and 11 males). Com- 
parison of these 31 cases with the rest of the series shows a 
statistical difference in age incidence, the average age for 
females being 75 years in fatal cases and 79-5 years in 
non-fatal cases, with the corresponding figures for males 
70 years and 77:4 years. Other workers have shown 
that females are predisposed to the malignant epidemic 
form; the present higher incidence: in females is in 
contrast to findings of a few years previously. This 
cannot be accounted for either by the fall in alcohol 
consumption or by the presence of German troops in 
Denmark, and the author concludes that a new patho- 
genic factor must be looked for. | Morag L. Insley 


293. Non-suppurative Hepatitis. ‘Report of a Case 
W. E. Kina, P. J. PARsSons, J. W. Perry, and M. Free- 


MAN. 
4 refs. 


The authors describe the case of a male aged 19 who 
was admitted to the Royal Melbourne Hospital, Australia, 
5 weeks after the onset of infective hepatitis. He was 
discharged 3 months after the onset of the illness, and 


Lancet [Lancet] 1, 864-867, June 5, 1948. 7 figs., 
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slight jaundice persisted with exacerbations until his final 
admission 8 months later. Two weeks before the second 
admission he developed an upper respiratory tract infec- 
tion and became cholaemic. The serial biochemical 
findings are typical of what we anticipate in a case show- 
ing progressive liver damage. Aspiration biopsy was 
carried out in the second month and in the sixth 
month, and necropsy material was available for study. 
A progressive degree of liver-cell damage was noted. 
The patient’s mother had died from necrosis of the 
liver 6 years earlier at the age of 43. For the last 10 
years of her life she had indulged in periodic bouts of 
alcoholism, during which she would take no food. The 
clinical course of her illness, the biochemical investiga- 
tions, and the histological findings were similar to those in 
her son. The authors speculate whether a genetic con- 
stitutional factor was common to both illnesses, the 
exciting cause being in one case the virus of infective 
hepatitis, in the other chronic alcoholism. They raise 
the question whether in some people primary damage to 
liver cells initiates an abnormal auto-antibody production 
which gives rise to secondary and progressive liver 
damage. Geoffrey McComas 


294. Chronic Splenomegaly with Widespread Vascular 
Changes: Its Relationship to Banti’s and Related Syn- 
dromes: The Banti—Osler Syndrome 

W. N. Roacers. Glasgow Medical Journal [Glasg. 
med. J.] 29, 187-202, June, 1948. 6 figs., 46 refs. 


Chronic splenomegaly is a medical and scientific 
problem very much in need of further investigation. 
The present paper is a first step in that direction, being a 
report of 2 cases of what the author calls the Banti- 
Osler syndrome, in deference to the original clinical 
records. In 1 case splenic enlargement was associated 
with thrombophlebitis migrans. In the second case 
there were cirrhosis of the liver and _ extensive 
lesions of the veins. The author brings forward the 
original suggestion that changes in the veins, in the 
mesenchyma, and in the spleen are the result of a non- 
specific hypersensitive reaction of allergic type with 
consequent selective damage. [This is a paper of great 
merit and interest, well worth study in the original. 
Many aspects of internal medicine are involved.] 

G. F. Walker 


295. The Lipotropic Factors in Experimental Cirrhosis 
E. A. Setters, C. C. Lucas, and C. H. Best. British 
Medical Journal [Brit. med. J.] 1, 1061-1065, June 5, 
1948. 9 figs., 26 refs. 


This paper, although it deals with a definite set of 
animal experiments and experimental conditions, also 
serves to link up all the recent observations on the produc- 
tion in small animals of hepatic cirrhosis by nutritional 
deficiencies. In 1935 Best and Ridout showed that in 
small animals fatty infiltration followed constantly by 
cirrhosis of the liver resulted when the animals’ diet was 
deficient in factors (named by them “ lipotropic ”’) 
which normally remove fat from the liver and prevent 
fatty infiltration. Such lipotropic substances include 
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choline and its precursor, methionine. In 1939 Gyérgy 
and Goldblatt also demonstrated that cirrhosis in. rats 
could be produced by a diet low in protein and devoid of 
choline. These observations were followed by a whole 
series of experimental studies on nutritional cirrhosis 
and necrosis, and many papers have already been 
published, not only on results in animals but also on 
attempts to apply the knowledge gained to diseases of the 
liver in man. The present paper is concerned with the 
experimental cirrhosis which can be constantly induced 
in animals by administration of carbon tetrachloride, 
and the effects on the experimental lesion of various diets 
with adequate lipotropic qualities—that is to say, 
containing choline, methionine, protein, or inositol, 
Whenever choline chloride or pL-methionine was added 
to the basal diet (low in lipotropic content) there was a 
remarkable improvement in the appearance of the liver, 
Inositol, however, was of no value. The practical point 
is stressed that high-protein diets, with methionine 
naturally present in adequate amount, are effective in 
experimental cirrhosis. J. W. McNee 


296. Action of Sodium Thiomalate (3,606 R.P.) in 
Experimental Hepatic Insufficiency. (Action du thio- 
malate de sodium (3,606 R.P.) dans l’insuffisance 
hépatique expérimentale) 

F. MEIDINGER and M. Kosky. Comptes Rendus des 
Séances de la Société de Biologie [C.R. Soc. Biol., Paris| 
142, 776-778, June, 1948. 4 refs. 


Groups of 10 rabbits, whose livers had been damaged 
by the subcutaneous injection of 0-5 g. of chloroform 
per kilo of body weight, showed less liver damage and 
lived longer if they had been given a simultaneous sub- 
cutaneous injection of 0-2 g. of sodium thiomalate per 
kilo than if they had been given a similar injection of 
0-1 g. of sodium thioglycolate per kilo. Groups of 
rabbits or of rats that had been injected subcutaneously 
with either 2:5 ml. or 7:5 ml. respectively of carbon 
tetrachloride per kilo showed less liver damage if they 
received a simultaneous: injection of 0-2 g. of sodium 
thiomalate per kilo than if they had received an injection 
of 0-1 g. of sodium thioglycolate per kilo, but more than 
_if they had received injections of either 0-25 g. of thiourea 
or of 0-1 g. of cysteine hydrochloride per kilo. 

J. E. Page 


297. The Clinical Use of Needle Biopsy of the Liver 
R. E. Kocuw and M. M. Kart. Gastroenterology 
[Gastroenterology] 10, 801-812, May, 1948. 7 figs. 
12 refs. 


298. Vitamin A Metabolism in Liver Disease. II. Effect 
of Bile Acids and Lecithin 

D. ADLERSBERG, S. KAHN, A. P. MAURER, K. NEWERLY, 
W. WINTERNITZ, and H. SosorKa. Gastroenterology 
[Gastroenterology] 10, 822-830, May, 1948. 15 refs. 


Vitamin-A tolerance tests, performed by giving a dose 
of 180,000 i.u. of vitamin A after estimating the fasting 
serum level and testing specimens of serum 4, 6, and 
8 hours afterwards, have been used in normal subjects 
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and in cases of liver disease; the test dose of vitamin A 
has also been given in combination with bile acids, 
ox bile, dehydrocholic acid, and desoxycholic acid. 
These substances produced no noticeable effect upon 
results of the tolerance test in normal subjects, nor did 
they appreciably alter the flat curve which is frequently 
found in cases of liver disease. Lecithin also failed 
to influence the curve of liver disease (cases of hepatitis, 
cirrhosis, and biliary obstruction). The flat curve of 
liver disease was the same whatever the nature of the 
pathological lesion, whether the jaundice was paren- 
chymal or obstructive. These findings confirm the view 
that absence of bile acids in the intestine is not the cause 
of the lack of absorption of vitamin A in hepatic disease, 
the defect appearing to lie in the liver. In the cases of 


sprue tested, lecithin improved the vitamin-A absorption 
in the blood, but it failed to do so in the cases of 
Thomas Hunt 


liver disease. 


229. Comparative Effects of Protein Hydrolysates and 
Amino Acid Mixtures on Intestinal Motility and Blood 
Sugar Levels after Rapid Intravenous Injection 

A. SOKALCHUK, D. ELLis, M. R. Wester, K. WESTON, 
E. M. GREISHEIMER, and M. J. OPPENHEIMER. Gastro- 


enterology [Gastroenterology] 10, 831-836, May, 1948. 
19 refs. 


A series of experiments on dogs anaesthetized with 
thiopentone and sodium barbitone were carried out to 
investigate the role of the liver in the hyperglycaemia 
which follows rapid intravenous injection of protein 
derivatives, and to study the increase in intestinal 
activity which is also produced and which may be asso- 
ciated with vomiting. Liver-exclusion experiments were 
performed by shunting the portal blood to the jugular 
vein after ligating the portal vein and hepatic artery. - 

Results showed that both protein enzyme hydrolysates 
given in the form of “‘ amigen”’, and acid hydrolysates 
given in the form of “* parenamine ”’, increased intestinal 
motility in almost all the experiments and increased the 
blood sugar by 22 mg. per 100 ml. and 38 mg. per 100 ml. 
respectively. Vascular exclusion of the liver abolished 
the hyperglycaemia in most experiments. 

Rapid injection of solutions of amino-acids with added 
glycine caused hypermotility in about half the cases, but 
only rarely caused vomiting even after very rapid 
injection. Monosodium glutamate injection led to a 
high incidence of both hypermotility and vomiting. 

Thomas Hunt 
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300. The Clinical Features of Primary Chronic Pan- 

creatitis. (De clinik van primair chronische pancreatitis) 

L.A. Huxst. Nederlandsch Tijdschrift voor Geneeskunde 

Tijdschr. Geneesk.] 92, 1884-1887, June 19, 1948. 
refs. 


Primary chronic pancreatitis is differentiated from the 
chronic relapsing pancreatitis described in the American 
literature. The former shows a specific clinical syn- 
drome with direct and indirect signs. Direct signs are: 


diabetes mellitus in diseases of the head of the pancreas, - 


jaundice due to compression of the common duct, leakage 
of enzymes, and hypoglycaemia due to hyperplasia of the 
islets, when the external secretion is disturbed. The 
indirect signs, dyspepsia and pain, are described in detail. 
Nausea and watery diarrhoea are usually present for the 
first few days. Fatty faeces and creatorrhoea occur only 
when the destruction of the pancreas has reached a 
severe degree. The pain is irregular and radiating and 
may be a source of diagnostic error (pain in the ovarian 
region, sciatica, pain in neck and limbs). Cardialgia 
pancreatica is often misinterpreted. In a case described 
it continued after extirpation of the tail of the pancreas. 
There are two characteristic pain points: in the left upper 
abdomen (Mallet-Guy) and between MacBurney’s 
point and the umbilicus. The disease usually continues 
for years; it may occur without symptoms as is shown 
by the incidental finding of pancreatic fibrosis at necropsy. 
A. Haak 


301. Pancreatic Calcification. Study of Clinical and 
Roentgenologic Data on Thirty-nine Cases 

E. E. GamsiLt and D. G. PuGH. Archives of Internal 
Medicine [Arch. intern. Med.] 81, 301-315, March, 1948. 
6 figs., 11 refs. 


At the Mayo Clinic from 1939 to 1943 the radiographic 
and clinical findings in 39 patients whose radiographs 
were found to show pancreatic calcification were studied. 
Of these, 22 had proved pancreatitis, 4 probably and 8 
possibly had pancreatitis. In 5 there had never been any 
symptoms suggesting that disease. The authors give 
diagnostic criteria and discuss the clinical features. The 
following associated complications were found among the 
39 cases: diabetes mellitus, 9;- pancreatic steatorrhoea, 
7; gastro-intestinal haemorrhage, 3; morphinism, 3; 
inflammatory pancreatic pseudocyst, 2; pancreatic 
abscess, 1; and peripheral neuritis, 1. All the cases of 
diabetes and of steatorrhoea occurred among the 22 
cases of proved pancreatitis. The extent of calcifica- 
tion and the incidence of diabetes and steatorrhoea were 
related, although extensive calcification was not always 
associated with signs of pancreatic insufficiency. 

The radiological diagnosis could be made with 
accuracy. Frequently pancreatic calcification found in 
the course of some other radiological examination, such 
as cholecystography, directed attention to the pancreatic 
disease. The form, site, and distribution of the pan- 
creatic calculi and the differential diagnosis from other 
varieties of calcification in this area are discussed. 
There was no evidence that medical measures had any 
effect in reducing the frequency or severity of painful 
seizures. Frequent attacks of severe pain were con- 
sidered to be an indication for surgery, though the 
result in a given case was unpredictable. Other indica- 
tions for surgery are given. Operation was carried out in 
18 cases. About two-fifths of the patients who suffered 
from recurrent pain were completely relieved, and one- 
fifth partly relieved, for significant periods after surgical 
procedures designed to promote prolonged internal or 
external drainage of the common bile duct had been 
carried out. Ina few cases spontaneous amelioration of 
the painful seizures occurred. J. B. Mitchell 
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302. Exophthalmos and Thiouracil Therapy 

W. H. BeteRwactes. Archives of Internal Medicine 
[Arch. intern. Med.] 81, 364-368, March, 1948. 1 fig., 
7 refs. 


Of 28 patients with thyrotoxicosis, without malignant 
exophthalmos, who were treated with thiouracil or propyl 
thiouracil, 3 had a significant (over 1 mm.) increase of 
exophthalmos in one eye, but there was no significant 
average increase for the whole group. At the same time 
a satisfactory therapeutic effect was noted over the 
period of observation, which averaged four months. 

The author, who writes from the Department of In- 
ternal Medicine, University of Michigan, compares this 
10% increase with reported increases of 50 to 66% after 
thyroidectomy and 20% after x-ray therapy for thyro- 
toxicosis. In 7 patients with malignant exophthalmos, 
considered toxic enough to need thiouracil, there was a 
significant average increase in exophthalmos (1-8 mm.) 
over an average period of 5-7 months. Four other 
patients with malignant exophthalmos and low metabolic 
rates, treated with Lugol’s solution and desiccated thy- 
roid, had no increase in exophthalmos over a period 
of 13-5 months. 

The author stresses the importance of distinguishing 
between patients with malignant exophthalmos and those 
without it when evaluating changes in the eyes following 
treatment for thyrotoxicosis. J. B. Mitchell 


303. Hormone Regulation of Lipid Metabolism by the 
Thyroid. (Zur Frage der hormonalen Regulation des 
Fett-Lipoid-Stoffwechsels durch die Schilddriise) 

I. ABELIN and’ K. KLINGER. Helvetica Physiologica et 
Pharmacologica Acta (Helv. physiol. pharmacol. Acta] 6, 
1-20, 1948. 30 refs. 


The effect of the thyroid on lipid metabolism was 
studied in white rats. The action of thyroxine in rats on 
various diets was determined by estimating the “ total” 
(whole body) fat content and the fat and cholesterol 
content of various organs (liver, muscles, skin, supra- 
renals). Excess of thyroid hormone resulted in marked 
decrease of “* total ’’ fat, the loss being particularly pro- 
nounced in the skin, and less in muscles (due to loss of 
deposited “* reserve’’ fat). The decrease in liver fat 
occurred late and was relatively small. The loss in 
muscle fat was almost wholly due to loss of “* reserve ”” 
fat—the “ organ”’ fat of muscles, including the heart, 
not being significantly affected. A high-fat or high- 
carbohydrate diet, with additional vitamins, failed 
significantly to reduce these fat losses. It is concluded 
that the fat losses are only in part due to increased 
oxidation. The main factors responsible are con- 
sidered to be: (a) inhibition of synthesis of fat from 
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carbohydrate by the balance between synthesis and break- 
down being shifted towards the latter, and (6) diminished 
ability of the organs, due to toxic action of thyroxine, to 
retain fat. 

Thyroxine is considered to be the main hormone of 
lipid breakdown, insulin probably being the main factor 
in fat synthesis. The fat-mobilizing effect of the anterior 
pituitary hormone is stressed. Experimental hyper- 
thyroidism may not decrease the cholesterol of the whole 
body—in fact, this may even increase—but there is a 
pronounced loss of cholesterol in the suprarenals which 
may represent functional damage to these organs. 

H. Pollak 


304. Treatment of Thyrotoxic Heart Disease by Methyl 
Thiouracil 

W. E. Crarke. British Medical Journal {Brit. med. Jj 
1, 597-599, March 27, 1948. 13 refs. 


This is a study of 10 cases of thyrotoxicosis, with special 
reference to the effects of methylthiouracil on its cardio- 
vascular complications. In judging the effects of thio- 
uracil therapy it is important to dissociate those cardiac 
lesions arising as the result of thyrotoxicosis and those 
which may exist independently of the thyroid lesion. 
Thus auricular fibrillation secondary to thyrotoxicosis in 
the younger age groups usually reverts to a normal 
rhythm with methylthiouracil, with or without the 
addition of quinidine. In patients with rheumatic, 
hypertensive, or arteriosclerotic heart disease additional 
to the cardiac effects of thyrotoxicosis the original heart 
condition is unlikely to be improved by methylthiouracil; 
they are, however, benefited by removal of the toxic 
effect and the added load on the heart imposed by the 
thyrotoxic state. The merits of thiouracil therapy and 
of surgery are discussed, and the contraindications to the 
use of thiouracil are reviewed. James W. Brown 


305. The Effect of Certain Goitrogenic Drugs on the 
Absorption of Radioactive Iodine by the Thyroid Gland of 
Rats and Chicks. I. Collection of Radioiodine by 
Thyroids Made Goitrous Following Chronic Administra- 
tion of these Agents 

R. W. Rawson, D. A. McGinty, W. PEAcock, P. 
MERRILL, M. WiLson, and H. LockHarT. Journal of 
Pharmacology and Experimental Therapeutics [J. Pharma- 
col.] 93, 240-245, June, 1948. 10 refs. 


In this paper the authors compare the effects of chronic 
oral administration (for 12 to 16 days) of various goitro- 
gens on the uptake of radioiodine. The animals used 
were rats fed on an iodine-deficient diet, and 3-day-old 
chicks. The radioiodine was administered on the last 
day and the radioactivity was measured as described in 
Abstract 306. Results were expressed as a “ percentage of 


- control uptake per mg. thyroid tissue (% mg.) ”’. 
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In rats, thiouracil, TC-68, and TC-105 (0-2% concen- 
tration in food) produced equal increases in thyroid 
weight. TC-105 was most effective in blocking iodine 
uptake (0-7%% mg.), followed by thiouracil (2:2% mg.) 
and TC-68 (8-1% mg.). Aminothiazole was considerably 
less effective both in goitrogenic activity and in blocking 
action (29-7% mg.). Potassium thiocyanate (0-25% in 
water) was less effective as a goitrogen and much less 
effective in its blocking action (63-3% mg.). 

In chicks, benzylthiouracil and propylthiouracil were 
approximately twice as active as thiouracil as regards 
goitrogenic activity. Benzylthiouracil was the most 
effective in blocking iodine uptake. Aminothiazole had 
little goitrogenic activity but actyally increased the 
uptake of 1'%! (181% mg.). TC-105 and TC-68 had 
only a moderate goitrogenic activity and also increased 
the uptake of iodine. Potassium thiocyanate was a 
very effective goitrogen but actually increased slightly 
(117°%% mg.) the iodine uptake per mg. of thyroid tissue. 

Comparison of the effects of iodine collection of 
TC-68, TC-105, aminothiazole, and thiocyanate in the 
chick and the rat suggests that different mechanisms are 
responsible in the two species, or that these compounds 
may undergo some chemical transformation in the 
chick. G. Ansell 


306. The Effect of Certain Goitrogenic Drugs on the 
Absorption of Radioactive Iodine by the Thyroid Gland. 
Il. Collection of Radioiodine by Thyroids of Rats and 
Chicks Following a Single Injection of These Agents 

D. A. McGinty, R. W. Rawson, R. G. FLUHARTY, 
M. Witson, C. RippELL, and H. Yee. Journal of 
Pharmacology end Experimental Therapeutics [J. Pharma- 
col.] 93, 246-257, June, 1948. 3 figs., 8 refs. 


This paper represents a continuation of previous 


‘work by the authors at the Massachusetts General 


Hospital, when it was shown that injection of 10 mg. of 
thiouracil into chicks markedly inhibited the collection 
of radioiodine by the chick thyroid for 12 hours. The 
present experiments represent an attempt to use this 
inhibition as a criterion of the ** antithyroid activity ” of 
various goitrogens. 

The animals used were female rats which had been on 
alow iodine diet for 4 to 8 weeks, and 4-day-old cockerels 
which had received injections of thyrotropic hormone 
for the 3 previous days. The various goitrogens were 
injected subcutaneously in 10% acacia solution. After 
varying intervals groups of animals (8 to 11) received 
injections of a solution of sodium iodide containing 
2 microcuries of radioactive iodine (17%) (in carrier 
iodine 2 yg.). All animals were killed 4 hours after 
receiving radioiodine and the thyroids digested in 2% 
sodium hydroxide; the radioactivity of these digests was 
measured. The results were expressed as a “ % of the 
control uptake of radioiodine’’ by comparing the 
fractions of the dose of I'*! taken up by the thyroids of 


experimental animals with those of control animals ~ 


which had received I'*! but no goitrogen. 

In rats a dose of 0-5 mg. thiouracil reduced the uptake 
of 1'3! to 6-9% in the first hour; the effect persisted for 
8 hours but had diminished by 24 hours. Methyl- 


‘1 hour but the effect was less prolonged. 


thiouracil produced approximately the same results at 
[Although the 
authors imply in the text that 0-06 mg. 6-n-propyl- 
thiouracil and 6-benzylthiouracil produced an effect 
almost equivalent to that of 0-5 mg. thiouracil and that 
the effects of the former were more in evidence at 
24 hours, reference to the tables shows that the equivalent 
dose of propylthiouracil was 0-12 to 0-25 mg. and of 
benzylthiouracil 0-12 mg., while the effects of 0-06 mg. 
propylthiouracil and benzylthiouracil at 24 hours were in 
fact similar to that given for thiouracil (37-5°%%).] TC-68 
(5-aminothiadiazole-2-thiol) and TC-105 (3-(phenyl- 
aminomethy])-thiazolidine-2-thione) were less effective 
than thiouracil in blocking iodine uptake although in 
previous chronic experiments they were more effective as 
goitrogens. [This does not conform with the authors’ 
findings in Abstract 305.] 

In general in chicks the minimal effective dose was con- 
siderably higher. Benzylthiouracil was approximately 
10 times as effective as thiouracil, propylthiouracil, and 
TC-68. 2-Aminothiazole was slightly more than half as 
effective as thiouracil, then, in decreasing order, potas- 
sium thiocyanate and TC-105. The blocking effect, 
maximal at 1 hour, began to decrease at 6 hours. At 
24 hours only aminothiazole produced . appreciable 
blocking. In their discussion the authors stress that the. 
inhibition of iodine uptake does not account entirely for 
the goitrogenic action of these drugs and that therefore 
the inhibition of iodine uptake provides a more accurate 
measure (than goitrogenic properties) of ‘* antithyroid 
action”’. In view however of the different effects in the 
two species, the therapeutic value would be best assessed 
inasimilar mannerinman. [See Abstract 262, Abstracts 
of World Medicine, 1948, 4, 74.] 

[It should be noted that the values given are not ab- 
solute and are only valid for the conditions of the 
experiment; a perusal of the tables shows that the 
results are by no means constant.] _ G. Ansell 


307. Spontaneous and Experimentally Induced Uptake 
of Radioactive Iodine in Metastases from Thyroid Car- 
cinoma: A Preliminary Report ; 

S. M. SEIDLIN, E. OsHry, and A. A. YALOw. = Journal 
of Clinical Endocrinology |J. clin. Endocrinol. 8, 423-432, 
June, 1948. 9 figs., 6 refs. 


This interesting paper comes from the Montefiore 
Hospital, New York. Marinelli ef a/. had previously 
calculated that approximately 15%- of thyroid cancers 


could be expected to take up radioiodine. In the pre- 
sent paper, based on 14 unselected cases of metastatic 
thyroid carcinoma, methods are discussed of increasing 
the uptake of radioiodine by these tumours for the 
purposes of irradiation. Tracer doses of 500 to 2,000 
microcuries of radioiodine(I***) were administered orally. 
After 48 hours, in vivo readings over the metastases 
were taken by a Geiger-Miiller counter. In 5 of the 
14 cases uptake of I'*! could be demonstrated. These 
cases were later submitted to biopsy, and radioautographs 
were made which confirmed this uptake. Biopsy and 
radioautography were also carried out in one case in 
which I?! uptake had not been shown by the in vivo 
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technique. In this case also, 1'*! uptake could be 
demonstrated by radioautograph, showing that radio- 
autography is more sensitive than the in vivo method. 
The patients in all these “‘ positive ’’ cases had previously 
had a complete thyroidectomy or nearly complete 
thyroidectomy followed by x-ray therapy. However, 
1731 uptake in metastases was not demonstrated in all 
patients who had thyroidectomies. 

An attempt was made to induce I?*! uptake in 2 
previously “* negative ’’ cases by administering thyrotropic 
hormone. In 1 case 2 ml. T.S.H.”’ (thyroid-stimulating 


hormone) given daily for 17 days induced uptake of 


1?! in the metastases; in the other case there was no 
uptake. A further 2 “ negative’? cases are recorded 
in which “ radiation thyroidectomy ’’ was performed by 
administering therapeutic doses of I*#1 (10 and 100 
millicuries respectively). After an interval of 6 to 8 weeks 
further tracer doses were given and uptake could then 
be demonstrated in metastases which had not previously 
collected 121, 

Seidlin has previously demonstrated that normal 
thyroid tissue inactivates thyrotropic hormone, but in so 
doing is itself stimulated to increased activity: In a 
completely thyroidectomized patient similar inactivation 
of thyrotropic hormone was presumed to have taken 
place on the grounds that T.S.H. could not be demon- 
strated in the urine after administration. If, however, 
normal thyroid tissue is also present, this will compete 
more successfully for T.S.H. and I**! than does the 
carcinomatous tissue. Thyroidectomy (surgical or radia- 
tion) therefore enables the tumours to take up more 
T.S.H. and consequently more I**}, 

It was previously thought that well-differentiated 
metastases are more likely to take up I**! than is ana- 
plastic tissue. This is not always true and radioauto- 
graphs are shown in which the I**! was taken up by non- 
differentiated tissue while nearby well-differentiated 
follicles took none up. G. Ansell 


308. Proteolytic Activity in the Physiology, Pathology 
and Therapeutics of the Thyroid Gland 


E. De Rosertis. Western Journal of Surgery, Obstetrics 
and Gynecology (West. J. Surg. Obstet. Gynec.] 56, 253- 
269, May, 1948. ‘12 figs., 40 refs. 


The author, using the freeze-drying technique and 
Staining with aniline blue-orange, has demonstrated 
secretion into the follicle and intracellular reabsorption 
of the colloid in the thyroid of rats under the influence of 
thyrotrophin. The follicular colloid of the isthmus of 
the rat’s thyroid contains proteases, which digest protein 
(gelatin) at pH 6-6 to 7-0; their activity was intensified at 
PH 2:0 to 3-0 and decreased at pH 8-2. The proteolytic 
activity of the follicular colloid was enhanced within 
5 to 28 hours after injection of thyrotrophin, whereas 1% 
potassium iodide initially produced an increase in proteo- 
lytic activity but after 45 days some inhibition was noted. 
The pH of the follicular fluid as determined by the 
injection of indicators into follicular and peri-follicular 
structures showed no fluctuations. Determinations of 
the proteolytic activity of normal and pathological human 
thyroid tissue have been made, Dziemian’s method being 


used (J. cell. comp. Physiol., 1943, 21, 339). Cytological 
studies were carried out simultaneously. Edestine was 
used as substrate at pH 4-0 and the liberated tryosine and 
tryptophan were measured photometrically. Normal 
thyroid tissue gave a proteolytic activity of 0-37 to 0-53 
mg. per 100 mg. thyroid tissue, average 0°44 mg. In 
severe diffuse toxic goitre (basal metabolic rate (B.M.R.) 
before iodine more than +40, under iodine + 15%) there 
was a proteolytic activity of 0-63 to 1:27 mg., average 
0-87 mg.; in mild diffuse toxic goitre (B.M.R.., less than 
+40%, brought to normal with iodine) the proteolytic 
activity was 0-24 to 0-42 mg., average 0-33 mg.; in 
simple goitre it was 0-22 to 0-45 mg., average 0-32 mg, 
In 2 cases of nodular toxic goitre the results were com- 
parable with those in diffuse toxic goitre. When 
glycerol extracts of human toxic goitres were treated in 
vitro with Lugol’s iodine (0-05 M iodine) for 24 hours at 
4° C., followed by dialysis, the proteolytic activity was 
inhibited by 53 to 88%, while potassium iodide or 
thiourea was innocuous. Administration of thiourea 
inhibited the secretion of the thyrotrophic hormone, 
whereas high concentrations of iodides apparently 
inactivated it in in vitro. Cc. C. N. Vass 
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309. Classification of Male Hypogonadism and a Discus- 
sion of the Pathologic Physiology, Diagnosis and Treat- 
ment 

C. G. HELLER and W. O. Netson. Journal of Clinical 
Endocrinology [J. clin. Endocrinol.) 8, 345-366, May, 
1948. 12 figs., 21 refs. 


Cases of testicular failure are divided into two main 
groups—those which dévelop before, and those which 
develop after puberty. Both these groups are divided 
again into four subgroups: (1) cases in which the whole 
pituitary gland is defective; (2) cases in which only the 
gonadotrophic function of the pituitary gland is defective; 
(3) cases with a primary testicular failure involving the 
interstitial cells of Leydig; and (4) cases in which there is 
a primary testicular failure involving the seminiferous 
tubules. 

In patients in any of the first three subgroups there are 


‘the usual clinical manifestations of androgen failure. 


When the onset precedes puberty, patients in the first 
group are dwarfed and in the second and third groups 
they have eunuchoidal skeletons. If the failure develops 
after puberty no skeletal changes occur, there is often 
very little change in the secondary sexual characteristics, 
and it may be difficult to say on clinical grounds whether 
the failure is primarily pituitary or primarily gonadal. 
The first group—total pituitary failure—is recognized 
by evidence of failure of all the endocrine glands. The 
second group—gonadotrophic failure—is distinguished 
from the group in which there is primary testicular failure 
by the more pronounced wrinkling of the skin of the 
patient’s face, the less pronounced deficiency of axillary 
and pubic hair, the less marked fall in 17-ketosteroid 
excretion (although it is at or below the lower limit of 
normal), the undeveloped mammary glands, and the 
absence or low excretion level of gonadotrophin. The 
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testicular biopsy reveals Leydig cells and some elements of 
the germinal series in an undeveloped state, and the 
patients respond to treatment with chorionic gonado- 
trophin. The third group—failure of Leydig-cell 
function—is associated with a diminution of scrotal. 
contents (sometimes leading to a diagnosis of abdominal 
testes), minimum amounts of pubic and axillary hair, 
very low excretion of 17-ketosteroids, and high urinary 
gonadotrophin levels, while biopsy reveals absence of 
testes or small testes without Leydig cells and only 
remnants of seminiferous tubules. These patients do not 
respond to chorionic gonadotrophin but improve with 
testosterone. 

In the fourth group the failure of seminiferous tubules 
is accompanied by a variable degree of failure of Leydig- 
cell function. These patients have normal ejaculation 
with azoospermia and small firm testes in normal scrota; 
biopsy reveals atrophy and hyalinization of the semini- 
ferous tubules and often an apparent increase in the 
number of Leydig cells. This group can be further 
subdivided according to the degree of involvement of 


' Leydig-cell function into a non-eunuchoidal group 


with gross gynaecomastia, a moderately eunuchoidal 
group in which there are slight gynaecomastia and a few 
eunuchoidal features, and a eunuchoidal group without 
obvious gynaecomastia. Neither the sterility nor the 
gynaecomastia responds to hormone treatment, but 
testosterone is often helpful in improving physical 
strength and self-confidence. A. C. Crooke 


PITUITARY GLAND 


310. Disturbances of Growth after Extirpation of the 
Pituitary. (Zur Frage der Wachstumsst6rungen nach 
Hypophysenexstirpation) 

E. BRANDSTATTER. Archiv fur Klinische Chirurgie [Arch. 
klin. Chir.] 260, 319-346, March 11, 1948. 13 figs., 
17 refs. 


This article deals with experimental work on 28 
young growing rats subjected to hypophysectomy by 
the methods of Collip, Selye, and Thompson. The 
animals died at intervals of 7 to 287 days after the 
procedure. In 21 of these rats the extremities were 
histologically examined, while in 7 rats the jaws and 
paradental bones were histologically examined. 

The removal of the hypophysis led to trophic disturb- 
ances, which took the form of gradual calcification of the 
epiphyseal cartilage and cessation of cartilage-cell forma- 
tion. The diaphysis stopped growing, the epiphyseal 
plate limiting the bone growth. An intense blue local 
coloration due to calcification could already be seen 
13 days after the removal of the hypophysis. No 
resumption of growth was possible in these cases. In 
a few cases the epiphyseal cartilage did not calcify, 
because of incomplete removal of the hypophysis. The 
microscopical changes explain the clinical observation 
that the rats gradually ceased growing after removal 
of the hypophysis. No osteoblastic activity in the sense 
of cellular osteoporosis was demonstrable. No con- 
nexion with osteogenesis imperfecta could be proved. 
Whether osteoblastic activity is reduced could not be 
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ascertained from. the experimental material. Further, 


hypophyseal hormones were not shown to have any 
effect on the osteoclasis. Local fibrous tissue formation 
observed in some experimental animals was due to 
functional recovery. 


Leon Gillis 


311. Non-surgical Therapy in Hypophyseal-hypothala- 
mic Disorders. (Icke-kirurgisk terapi vid hypofysdra- 
hypothalamiska sjukdomar) 

R. Lurt. Nordisk Medicin [Nord. Med.] 38, 1065-1072, 
May 28, 1948. 5 figs., 59 refs. 


The author reviews briefly the physiological and patho- 
logical background of the treatment of pituitary-hypo- 
thalamic disorders and gives an account of the non- 
surgical treatment of diabetes insipidus (8 cases), Cush- 
ing’s syndrome (8 cases), pituitary dwarfism (3 cases), 
and acromegaly (2 cases) at the Serafimerlasarett in 
Stockholm. 

Cases of diabetes insipidus due to tumours were 
treated with x rays, and in both these and other cases 
antidiuretic effects were obtained from posterior pituitary 
extract in the form of snuff, lasting however only for a 
matter of hours. Cases without tumours tend to recover 
in 6 months to 2 years. Cases of Cushing’s syndrome in 
which adrenal and ovarian pathology had been excluded 
were treated by x rays. The use of testosterone is 
mentioned and this hormone is preferred to oestrogens. 
The author records the finding of degenerative changes 
in the paraventricular nuclei in Cushing’s disease. 
Pituitary dwarfs have been treated with chorionic gonado- 
trophin with partial success only. This hormone has 
also been used for cryptorchids. Growth-hormone treat- 
ment is generally unsuccessful. For acromegaly, x-ray 
irradiation is still considered the best treatment but 
promising results have been obtained with oestrogens 
after irradiation had failed. A. M. M. Wilson 
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312. The Effect of Adrenal Cortical Hormone on the 
Metabolism in Malnutrition. (Nebennierenrindenhor- 
monwirkung auf den Stoffwechsel Unterernadhrter) 

M. Giizow. Deutsches Archiv fiir Klinische Medizin 
[Dtsch. Arch. klin. Med.] 193, 318-332, June 15, 1948. 
3 figs., 50 refs. 


Twenty-six cases of malnutrition were treated with 
“‘ percorten’’ (synthetic desoxycorticosterone acetate), 
10 to 30 mg. per day. A fixed diet was composed mainly 
of carbohydrate, with 20 to 30 g. of fat and 60 to 80 g. 
of protein per day; 10 to 15 g. of salt was given separately — 
per day; the total calorie value was 2,000 to 3,000 per 
day. 

During the treatment periods the general strength and 
mental and physical activity of the patients were un- 
impaired. There was a rapid gain in weight of up to 
20 kilos in 20 days, due to salt and water retention. 
When the injections were stopped, an immediate diuresis 
set in so that the original condition was reached in 5 to 
8 days. In cases with oedema before treatment the 
oedema was greatly increased. one of the salt 
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intake diminished -the water retention. Diarrhoea was 
frequently caused; 2 patients died so soon after starting 
the regime that their deaths seemed certainly due to it. 
In 1 case, after 16 days’ treatment with the hormone the 
condition became refractory and further treatment caused 
no more retention of water and salt. Other chemical 
changes which were observed were lowering of the blood 
potassium content (from 17 to 12-7 mg. per 100 ml.), 
of the blood calcium content (from 9-2 to 7:8 mg. per 
100 ml.), and of the blood inorganic phosphorus content 
(3-1 to 2-5 mg. per 100 ml.). 

This sensitivity of cases of malnutrition to the action 
of desoxycorticosterone acetate, which may even be 
dangerous, is explained as due to a pluriglandular 
dystrophy comparable to the ‘increased sensitivity to 
adrenaline and to insulin also described in this condition. 

H. K. Goadby 


313. The Role of Bile in the Absorption of Steroid 
Hormones from the Gastro-intestinal Tract 

M. M. HorrMan, G. Masson, and M. L. DESBARATS. 
Endocrinology [Endocrinology] 42, 279-284, April, 1948. 
16 refs. 


The urinary excretion of 17-ketosteroids was deter- 


mined in male rabbits given orally 200 mg. of dehydro- 
isoandrosterone and the excretion of pregnanediol glu- 
curonide was determined in female rabbits given by 
mouth 175 mg. of progesterone or 100 mg. of desoxy- 
corticosterone acetate. None of the rates of excretion 
was altered when the tests were carried out in animals 
with ligated bile ducts. Since this interferes with liver 
function it cannot be concluded that bile does not affect 
the absorption of the ingested hormones, but it is 
certainly not essential. Peter C. Williams 


314. Splenic Lymphocyte Discharge Induced by Adrenal 
Cortical Hormones under in vivo Conditions 

D. Stone and O. Hecuter. Endocrinology [Endocrino- 
logy] 42, 307-314, April, 1948. 2 figs., 7 refs. 


There is an increase of 60 to 70% in the lymphocyte 
count in rats that have been subjected to swimming stress 
by being placed in a bath for 30 to 60 minutes. The 
increase is much greater than that in the red cell count, 
so it is not caused by haemoconcentration. It is greatly 
reduced, or abolished, when swimming stress is applied 
to splenectomized or adrenalectomized rats, but if such 
animals are given injections of adrenal-cortical extract 
during the forced swimming there is a rise in the number 
of lymphocytes in the adrenalectomized rats but not 
in adrenalectomized-splenectomized rats. In these last 
animals there is a fall in the number of lymphocytes. 
Desoxycorticosterone acetate was not effective. The 
lymphocyte counts in the spleens of rats before and after 
swimming stress were too variable to be significant, but 
the means showed a 27% decline in lymphocytes in intact 
rats but only a 7% decline in adrenalectomized rats. 

It is concluded that the lymphocyte count is increased 
by an adrenal-cortical hormone releasing lymphocytes 
from the spleen; but only under conditions of stress 


DISORDERS 


can this release mechanism be demonstrated above the 
increased lympholysis which is produced by adrenal 
extracts (and which was shown when the extract was 


given to splenectomized rats under stress). 


Peter C. Williams 


315. Lymphocyte Discharge from the Isolated Rabbit 
Spleen by Adrenal Cortical Extract 
O. Hecuter. Endocrinology [Endocrinology] 42, 285- 
306, April, 1948. 11 figs., 11 refs. 


An apparatus and procedure are described whereby 
blood may be perfused at pulsating pressures through 
isolated rabbit spleen for as long as 24 hours without 
deterioration. Heparin, penicillin, and streptomycin 
are added to the blood, which is first perfused through 
lung to remove vasoconstrictor substances and emboli. 
The lung perfusion causes a slight fall in the red cell 
count and larger falls (about 40 and 80%) in the 
number of lymphocytes and polymorphonuclear leuco- 
cytes. During perfusion of the spleen there is little 
alteration in the blood cell counts beyond a small steady 
fall in the red cell count of about 2% per hour. Raising 
the arterial pressure of the perfusing blood or temporarily 
obstructing the venous outflow causes a sharp increase 
in the number of lymphocytes which is maintained after 
the original perfusion pressure is restored. Addition of 
oily or aqueous adrenal-cortical extracts to the perfusing 
blood causes a rapid increase in the lymphocyte count 
without affecting the number of erythrocytes or poly- 
morphonuclear leucocytes or the blood sugar. This 
rise in the lymphocyte count is not sustained, the preced- 
ing level being regained within 3 to 4 hours. The rise is 
unaccompanied by significant changes in arterial pressure 
or blood flow through the spleen. Successive injections 
cause successive similar rises. Addition of oestradiol, 
desoxycorticosterone acetate, glucose, or adrenaline has 
no effect on lymphocyte count in the perfusing blood. 
[The infusion of pure hormones is hardly a complete 
control procedure; a more stringent one should include 
the infusion of extracts of other organs and glands pre- 
pared like the adrenal extracts.] No changes were pro- 
duced when the adrenal-cortical extracts were added to 
blood perfusing the thymus, lung, or liver. 

The steady lymphocyte count during normal perfusion 
presumably means that lymphocytes are released from 
the spleen throughout the experimental period, and that 
the rate of release is equalled by splenic destruction of 
lymphocytes. Histological study of the spleen after 
perfusion supports this view. The maintenance of 
high lymphocyte counts after alterations in perfusion 
pressure suggests that there is no accompanying rise in 
rate of destruction or any increased retention in the 
spleen when the pressure is normal again. The histology 
of the spleen indicates that the failure to maintain the 
high count after infusion of adrenal-cortical extract is 
due to increased lymphocyte destruction, and this accords 
with the in vivo findings of White and Dougherty (Ann. 
N.Y. Acad. Sci., 1946, 46, 850). The splenic release 
after infusion of the extracts is very rapid as the lympho- 
cyte count is almost doubled in an hour. 

Peter C. Williams 
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316. “ Antistin ” in Dermatology 
J. OvERTON. British Medical Journal (Brit. med. J.] 1, 
874-876, May 8, 1948. 16 refs. 


Antistin 2-(N-phenyl-N-benzyl-aminomethyl)-imi- 
dazoline, was given by mouth and occasionally intra- 
muscularly to 87 patients with various skin diseases, 
and its effect compared with that of dummy tablets and 
cessation of all treatment. The dose varied up to 800 
mg. daily. Commonly 100 mg. 4 times a day was 
given orally to adults, while a 4-month-old child 
received 25 mg. 4 times a day. No abnormal effects 
were observed on blood, urine, or blood pressure. 
Symptomatic relief was obtained in cases of urticaria and 
angioneurotic oedema and in some cases of eczema with 
oedema. Occasionally, cases of itching dermatoses 
responded. Patients with erythema multiforme (2), 
infantile eczema (8), cheiropompholyx (3), pemphigus 
vulgaris (2), pruritus vulvae et ani (14), urticaria papu- 
losa (6), and psoriasis (1) did not benefit from antistin. 

Antistin is said to give as good therapeutic results as 
“benadryl’’, but reactions are fewer, its depressant 
effect in particular being less marked. Reactions 
occurred in 14 of the 87 patients, 10 of these experiencing 
dizziness and lightheadedness. A child of 3 with 
threadworms had convulsions after 300 mg. antistin 
in one day, while 2 elderly men had reactions after 
the drug. One, aged 80, with pruritus and arterio- 
sclerosis (blood pressure 170/95) collapsed; the other, 
aged 76, also with arteriosclerosis, had nocturnal dis- 
orientation on three occasions about an hour after his 
evening dose of antistin. Derek R. Wood 


317. Intradermal Reactions to Penicillin in Subjects 
with Epidermophytoses and in Individuals Treated with 
Penicillin. (Intradermoreazione alla penicillina in sog- 
getti con epidermo e tricomicosi e in individui trattati con 
penicillina) 

I. Bosco and G. ALBERTONI. Annali Italiani di Dermato- 
logia e Sifilografia {Ann. ital. Derm. Sif.| 3, 5-12, Jan.- 
Feb., 1948. 


The authors investigated the intradermal reaction to 
penicillin in 3 groups of patients. Group I consisted of 
14 patients suffering from epidermophytosis (13 cases) 
and favus (1 case); skin tests were carried out with 
trichophytin and with penicillin. The epidermal method 
(Bloch) and the intradermal (Mantoux) were used. Peni- 
cillin was tested in a dilution of 100,000 units in 10 ml. 
aqua destillata, 0-1 ml. being injected intradermally. 
The epidermal method failed to give results. The intra- 
dermal tests with penicillin were negative but 9 out of 14 
cases gave positive reactions with trichophytin. 

Group II consisted of 8 cases; 5 out of the 8 patients 
suffered from epidermophytosis and sporotrichosis, and 
3 had no mould infection. No case had been treated 
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with penicillin. Only the intradermal technique was 
used for testing, and trichophytin and penicillin were 
injected (dilution of penicillin as above). Again the 
reactions with trichophytin were positive in some cases 
of mquld infection (3 out of 5) and the penicillin reactions 
were negative. In addition to those tests, a penicillin- 
serum mixture was employed. Equal parts of the sub- 
ject’s serum and penicillin were mixed and incubated for 
1 hour, and injected by the intradermal route. No 
reactions were provoked in these 8 cases. 

Group III consisted of 13 patients suffering from a 
variety of diseases; 7 had been treated with penicillin. 
They were tested intradermally with a mixture of peni- 
cillin and their own serum, the mixture being incubated 
for 3 hours before testing. As a control serum alone 
was injected. Three out of 7 patients who had been 
treated with penicillin gave positive reactions to the 
serum-penicillin test, and the serum controls negative 
reactions. No reaction occurred in the untreated 
patients. The authors suggest that sensitization had 
taken place to a penicillin-serum compound, penicillin 
acting as hapten. 

[The observations are interesting but require confirma- 
tion on a larger number of subjects and with more 
controls. Group III was not tested with penicillin 
alone. The penicillin-serum reactions in this group do 
not therefore furnish altogether convincing evidence that 
serum was necessary to provoke positive reactions.] 

Kate Maunsell 


318. Rapid Cytodiagnosis in Dermatology. (Le cyto- 
diagnostic immédiat en dermatologie) 

A. TZANCK. Annales de Dermatologie et de Syphili- 
graphie [Ann. Derm. Syph., Paris] 8, 205-218, May, 1948. 
26 figs. 


The examination of stained scrapings from skin lesions, 
although giving no information about tissue structure, 
can, in certain cases, assist in diagnosis. Material for 
examination should be obtained by scraping the base of 
the lesion and not from crusts or exudations. The stain 
normally used has been the May-Griinwald-Giemsa. 
Accuracy in interpretation of the findings can only be 
obtained by prolonged study of many specimens. The 
method is of value in the-diagnosis of all types of 
cutaneous cancer, and there are excellent photomicro- 
graphs showing typical findings in cases of basal- and 
squamous-celled carcinomata and in naevo-carcinoma. 

Pemphigus and dermatitis herpetiformis are easily 
distinguishable. In the former, scrapings from the floor 
of a bulla show cells of the Malpighian layer, while in the 
latter no such elements are seen, as the bullae are situated 
above or below this layer. In cases of zoster the balloon 
cells of Unna may be seen ; in molluscum contagiosum 
corps ronds are demonstrable by this method. 

[The author recently demonstrated this method to the 
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abstracter, who was convinced that it was likely to be 
most valuable once the art of differentiating the isolated 
cellular elements had been mastered. This is an import- 
ant article which ought to be read in the original.] 

James Marshall © 


319. Allergic Eczematous Reaction of the Nail Bed. 
Persistent Subungual and Ungual Changes Based on Con- 
tact with “‘ Undercoats ’’ Containing Artificial Resins 
and Rubbers 

M. B. SuLzBeRGerR, C. R. Rein, S. J. FANBURG, M. 
Worr, H. M. Suair, and G. L. Popkin. Journal of 
Investigative Dermatology [J. invest. Derm.) 2, 67-72, 
July, 1948. 3 figs. 


The authors describe 12 cases in which there was a 
peculiar disturbance of the nail and nail-bed after a nail 
polish “* undercoat’, containing a solution of phenol- 
formaldehyde resin and synthetic rubber in methyl ethyl 
ketone had been used. The distal portions of the nail 
and nailbed are affected by haemorrhage and para- 
keratosis, resulting in a bruised discoloration with 
separation of the distal portion of the nail and redness and 
scaling of the skin about the nail-fold and the tip of 
the finger. There may be tenderness and sometimes a 
pustular perionychia. In one case the trouble began 
immediately after the nail polish had been used but in 
most cases there was an interval of 2 to 4 months. 


Patch tests gave a positive reaction to the finished product - 


in all cases, and 5 of the patients also gave positive reac- 
tions to other recently introduced nail polishes. In 2 
patients there was a positive reaction to the rubber and 
in 2 others to the resin in the polish. In 3 cases there 
were ere reactions to both constituents. 

John T. Ingram 


320. Acute Lupus Erythematosus and Related Syndromes: 
Clinical and Pathogenetic Study. (Il lupus eritematoso 
acuto e le sindromi affini: Studio clinico e patogenetico) 
F. OTTOLENGHI-LODIGIANI. Giornale Italiano di Der- 
matologia e Sifilologia [G. ital. Derm. Sif.] 89, 125-169, 
March-April, 1948. 15 figs., 57 refs. 


In 3 of the 4 cases described there was an exacerbation 
of a chronic lupus erythematosus; the other was a 
primary acute case. Three of the patients died of 
uraemia; 1 was improved at the time that the paper was 
written but still showed signs of the chronic disease. 

The author describes in detail the morphology of the 
skin lesions. Two patients had a palpable spleen, and 
2 generalized lymph-node enlargement. Albumin and 
casts were found in the urine in all cases and erythro- 
cytes and leucocytes in the sediment of 3. The white 
cell count was normal. In 1 case there was a markedly 
positive skin reaction to the intradermal injection of an 
autovaccine of streptococci. In 2 of the 3 fatal cases a 
haemolytic streptococcus was grown from the blood. 
Skin biopsies were reported on in 3 of the cases. The 
histological lesions were little characteristic, mainly 
consisting in some thickening of the horny layer, vacuoli- 
zation of the cells in the prickle-cell and basal layers, 
perivascular round cell infiltration in the cutis, and 
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degenerative changes in the collagen and elastic fibres, 
Sulphonamides were without effect. The first case 
responded temporarily to 4-hourly injections of 60,000 
units of penicillin. The patient, however, died later of 
uraemia in spite of renewed penicillin therapy. The 
author makes a strong plea for the early and continued 
administration of penicillin in large doses with the addi- 
tion of sulphonamides and blood transfusions, although 
the latter two measures are ineffective when used alone, 

Three syndromes must be considered in differential 
diagnosis: erythema multiforme, Osler’s erythema 
group, and the Libman-Sacks syndrome. The rare 
intense and pyrexial variety of erythema multiforme may 
be almost indistinguishable from acute lupus erythemato- 
sus. Even a butterfly-shaped skin lesion may be seen, 
and streptococci and staphylococci have been found in 
the blood. Complete recovery, however, always occurs, 
According to the author cases of acute lupus 
erythematosus frequently bear close resemblance to 
cases of Osler’s erythema group, though clinically—he 
states—this group is closely related to Henoch’s purpura. 
[Osler himself did not describe his cases as an entity 
separate from Henoch’s purpura.] As regards the 
aetiology of the Libman-—Sacks syndrome the author 
does not commit himself. He discusses Keil’s opinion 
that it is in fact a variety of lupus erythematosus and 
the contention of Belote and Ratner that it belongs to 
Osler’s erythema group. On account of the atypical 
appearance of the endocarditis and the negative blood 
culture he even considers the possibility of a tuberculous 
origin. 

It is the author’s belief that all 4 syndromes are 
attenuated forms of sepsis caused by cocci. The fact 


_ that in three of them—acute lupus erythematosus, ery- 


thema multiforme, and the Libman-Sacks type—skin 
lesions are characteristic, whereas the skin manifesta- 
tions of ordinary sepsis are notoriously nondescript, is 
attributed to differences in the reactivity of the patients. 

R. Schneider: 


321. 
logie der Epidermophytie) 

A. M. MEMMESHEIMER. Archiv fiir Dermatologie und 
Syphilis [Arch. Derm. Syph., Wien] 187, 134-141, 1948. 
6 figs., 14 refs. 


The Histology of Epidermophytosis. (Zur Histo- 


Serial sections in chronic recurrent epidermophytidl 
sometimes showed the fungi even though they may have 
been absent from the surface. It is stressed that many 
sections had to be prepared in order to find the fungi. 
In 16 patients so examined, the general picture was one 
of pronounced hyperkeratosis, parakeratosis, acanthosis, 
and intra-epidermal vesicles which often contained the 
fungi; these could also be found in the lymph spaces. 
It is notable that the cellular infiltration around the 
vessels and the sweat ducts was very slight. The deep 
penetration of the fungi into the dermis might be due to 
scratching or to growth down from the surface. Whereas 
the surface fungi are amenable to treatment, the deep 
ones often escape and may be carried by the blood or 
lymph stream to distant parts to give rise to fresh 
eruptions. The slight cellular infiltration around the 
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sweat glands and ducts is discussed, and it is thought that 
the sweat contains some toxic product of the fungi which 
attracts the cells. There were no changes in the sweat 
glands themselves, nor has the author seen any fungi in 
them. The deep penetration of the fungi was also seen 
jn guinea-pigs when a suspension of fungi was rubbed 
into their skin. It is concluded that the presence of deep 
fungi explains the failure of superficial therapy in some 
cases. G. W. Csonka 


322. Fungicide Effect of Phenolderivates. [In English] 
J. HorAcek and M. Potster. Dermatologica [Dermato- 
logica, Basel] 96, 342-350, 1948. 11 refs. 


To improve the still thoroughly unsatisfactory therapy 
of foot mycosis, the author has tried to find new prepara- 
tions which are strongly disinfecting and yet as far as 
possible non-irritating. A number of halogenized and 
nitritized phenol derivatives were tested for their action 
on fungus cultures and on foot mycosis in patients. The 
mono-halogen derivatives proved to be very definitely 
superior to the other derivatives of para-nitrophenols.— 
[Authors’ summary.] 


323. Histological Changes in Lupus During Calciferol 
Treatment 

W. FREUDENTHAL. British Journal of Dermatology and 
Syphilis (Brit. J. Derm. Syph.] 60, 178-180, May, 1948. 
6 figs. 


This short paper should be read in the original by those 
interested. The histological findings are summarized 
in a series of biopsies from 9 patients suffering from lupus 
vulgaris and undergoing treatment with calciferol. 
Histologically, the lymphocytic infiltration diminishes 
and the tubercles are found to consist of epithelioid cells 
with no or very few lymphocytes around them, thus 
producing a sarcoid-like picture; the epithelioid-cell 
tubercles are invaded by histiocytes and fibroblasts ; they 
decrease in size, and are replaced by young scar tissue. 
The author concludes that calciferol does not seem to be 
an immediate bactericidal agent. H. R. Vickers 


324. Calciferol in the Treatment of Tuberculosis 
S. Gauvain. British Journal of Dermatology and 
Syphilis (Brit. J. Derm. Syph.] 60, 174-178, May, 1948. 


Calciferol was used in the treatment of 50 children in 
hospital with lupus vulgaris, tuberculous lymph nodes, or 
tuberculosis of the bones and joints. All except one 
were below the age of 16. The initial dose of 150,000 
units daily was later diminished to 100,000 units daily. 
Eleven patients with lupus were treated by calciferol and 
the usual local measures, and all but 3 were clinically 
cured. In 19 with tuberculous lymph nodes the follow- 
ing reactions were observed: (1) The nodes became dis- 
crete, firm, and freely mobile, so that excision was much 
easier. (2) Sinuses healed. (3) Incision of the nodes 
when they were fluctuant revealed only thin serous pus 
with fragments of chalk, and some of these abscesses 
calcified completely later. In the 21 cases of bone and 
joint tuberculosis under treatment there appeared to be 


some improvement, but it is too early to assess the value 
of calciferol. Toxic symptoms appeared in 124 patients. 
These included anorexia, lack of energy and tiredness, 
vomiting, sometimes with slight headache and low-grade 
pyrexia, and abdominal pain, which may simulate that 
of acute appendicitis or renal pain. Acetone and/or 
albumin or excess calcium was found in the urine in such 
cases. Constipation was an important premonitory sign 
of toxicity. H. R. Vickers 


325. The Treatment of Lupus Vulgaris with Large 
Doses of Calciferol: Clinical and Biochemical Appraisal 
J. T. INGRAM, S. T. ANNING, and J. Dawson. British 


Journal of Dermatology and Syphilis [Brit. J. Derm: " 


Syph.] 60, 159-168, May, 1948. 7 refs. 


An analysis is made of the progress of 158 cases of 
lupus vulgaris and 28 other cases treated with large doses 
of calciferol over a period of 18 months. The authors’ 
test of clinical cure is the absence of all suspicion of infil- 
tration in the skin as verified by meticulous examination 
with a watchmaker’s lens, and, if necessary, biopsy and 
histological examination. The daily dosage of calciferol 
varied between 50,000 and 150,000 units, and the total 
dose from 5 to 42°9 million units. Of the 158 patients 
with lupus, 4 were cured and 23 improved. In 131 cases 
the results were poor. Clinical toxic effects .were ob- 
served in 30 cases (16%) and a further 25% showed gross 
disturbances of calcium metabolism without symptoms. 
The toxic symptoms observed in order of frequency 
were: thirst, anorexia, tiredness, vomiting, malaise, 
nausea, headache, constipation, abdominal pain, polyuria, 
intolerance of noise, loss of weight, excitability, photo- 
phobia, and metallic taste in the mouth. Five patients 
were admitted to hospital as acute abdominal 
emergencies. 

In investigating the disturbances of calcium méta- 
bolism, the total calcium, diffusible calcium, and protein 
content of serum, and the urea clearance were deter- 
mined. The rise in total calcium level following calci- 
ferol therapy, found by other workers, was confirmed. 
It was also shown that a rise in level of diffusible calcium 
—greater than 7:5 mg. per 100 ml.—may precede clinical 
signs of toxicity by several weeks. In a high proportion 
of patients with a high diffusible calcium level renal 
function was impaired but the degree of permanency 
of the renal damage is not yet known. The authors 
conclude that, since lupus vulgaris is a relatively harmless 
disease amenable to simple lines of treatment in a 
properly equipped department, calciferol in massive 
dosage, being dangerous, should only be used in selected 
cases under strict supervision. H. R. Vickers 


326. Calciferol for Lupus and Other Conditions 
D. E. Macrae. British Journal of Dermatology and 
Syphilis (Brit. J. Derm. Syph.] 60, 168-173, May, 1948. 


At the Morland Clinics 64 cases of tuberculosis have 
been treated by large doses of calciferol; of 33 patients 
with lupus vulgaris, all responded to treatment but not 
all to the same extent. Most had various types of local 
treatment in addition to calciferol by mouth. Of those 
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with lupus 28 were discharged clear of active disease; 
2 are still improving after total doses of 73-5 and 65 
million units. One patient improved but could not 
tolerate even short courses of calciferol, and the remain- 
ing 2 have not been under observation for a sufficient 
time. 

The tuberculin test in most patients became more 
sensitive during the first 3 months of treatment, at the 
end of this time becoming normal except in those patients 
with toxic effects. The calcium level in blood rose during 
treatment and in several patients a sudden fall in the 
haemoglobin value by as much as 20% accompanied by 
a rise in calcium level occurred in the course of a month. 
This fall in haemoglobin value is perhaps due to dilution 
of the blood in an effort to keep the blood calcium normal. 

A large proportion of patients had an exacerbation of 
the lupus in the first month, followed by gradual subsi- 
dence, pallor and shrinking of the lesions. Ulcerative 
lupus responded badly to calciferol alone; local treat- 
ment was necessary to remove secondarily infected 
granulations. The results of treatment of disease inside 
the mouth, nose, and pharynx were disappointing. Of 
the 33 lupus patients 17 had unpleasant symptoms, and 
it was noticed that the lupus seemed to improve most 
when the toxic symptoms were worst. The author found 
that the erythrocyte sedimentation rate gave a good 
indication. of toxicity. During treatment, flare-up of 
quiescent disease elsewhere occurred in two patients, one 
of whom died from a sudden haemoptysis. Of 28 
patients with lupus discharged much improved, 10 have 
since shown signs of recurrence. Calciferol has been 
used in 31 cases of tuberculosis elsewhere, mostly in 
cervical lymph nodes but also in tendon sheaths, peri- 
toneum, bladder, phalanges, wrist, tarsus, elbow, knee, 
and hip. Disease of the lymph nodes, small bones, 
wrists, elbows, tendon sheaths, and _ peritoneum 
responded well, but there was little improvement in the 
small series of cases of tuberculosis of hip, spine, and 
knee-joint. H. R. Vickers 


327. Varicelliform Eruption of Kaposi due to Vaccinia 
Virus Complicating Atopic Eczema 

J. H. Fries, S. Borne, and H. L. BARNgEs. Journal of 
Pediatrics {J. Pediat.] 32, 532-542, May, 1948. 6 figs., 
43 refs. 


An outbreak of a varicelliform eruption in 16 children 
suffering from atopic eczema is described. The onset 
coificided closely with a mass vaccination campaign 
against smallpox in New York City, the first cases occur- 
ring 3 weeks after the beginning of the campaign, whereas 
there were no further cases 3 weeks after it ended. Of 
the 16 children admitted to hospital, the oldest was 4 years 
old. All suffered from atopic eczema and all had been 
in contact with recently vaccinated persons. . Only 1 of 
the 16 had been vaccinated, and this child had been 
vaccinated 3 years previously. 

The illness lasted for approximately 3 weeks, each 
phase—acute febrile, healing, and convalescent—lasting 
for about 1 week. In 13 of the patients the febrile phase 
lasted from 5 to 7 days, the temperature varying between 
102° and 104° F. (38-9° to 40° C.). The eruption was con- 


fined almost entirely to the eczematous areas, and 
resembled those of vaccinia, variola, and varicella. There 
was marked cellulitis and oedema of the eyelids and 
striking enlargement of the draining lymph nodes, 
Complications included patches of bronchopneumonia 
seen radiologically in the acute phase, alopecia of the 
temples and occipital regions, purulent otitis media, 
and diarrhoea and pharyngitis. The period of incubation 
averaged 10-6 days, varying from 5 to 19 days. 

All the patients were given 50,000 units of penicillin 
intramuscularly 3-hourly to control secondary infection; 
the drug was given until they had been afebrile for at least 
48 hours. Locally, compresses of aluminum acetate 
(Burow’s) solution, diluted 1 in 20, were applied; pre- 
vention of scratching was very important. On admission 
13 patients had white cell counts varying from 13,000 
to 24,000 per c.mm.; the other 3 had counts of between 
7,000 and 8,000 perc.mm. Marked leucopenia was not 
found. There were no deaths in this series. The authors 
attribute this fact to the control of the secondary infec- 
tion with penicillin. Four weeks after admission 15 
of the patients were vaccinated; all developed immune 
reactions. 

The authors conclude that this condition is an exanthem 
peculiar to patients with atopic eczema which can be 
caused by the virus of vaccinia or herpes simplex, and 
possibly by others. It is a different condition from 
generalized vaccinia. H. R. Vickers 


328. Basaliomata ” of Spiegler. 
Typus Spiegler 

A. GREITHER. Archiv fiir Dermatologie und Syphilis 
[Arch. Derm. Syph., Wien] 187, 224-252, 1948. 11 figs., 
bibliography. 


(Basaliome vom 


After a survey of 83 cases of cylindroma reported in 
the literature, the author describes 2 of his own cases. 
The various synonyms are discussed (cylindroma, basal- 
cell epithelioma, multiple benign epithelioma, tricho- 
basalioma), and the term “basalioma (Spiegler)”’ is 
suggested as being more correct pathologically. Thes¢ 
tumours are slow growing, multiple, benign, and _pri- 
marily found on the scalp and face, less often also else- 
where. Histologically, the structure of the tumours 
resembled that of hair follicles, but there was not enough 
evidence to show that the growths originated from the 
latter. In one of the author’s cases there was a suggestive 
family history (father, son, cousin), but these relatives 
were not seen by the author.- A notable feature in the 
other case was the presence of the so-called mixed parotid 
tumour, but no aetiological connexion was thought 
likely. None of the cases reviewed by the author, 
including his own, showed definite malignant changes. 
It is believed that the treatment of choice is surgical 
removal with post-operative radiotherapy, but it is 
pointed out that even this treatment does not always 
prevent local recurrences. G. W. Csonka 


329. Hailey’s Disease. [In English] _ 
J. W. H. and J.J. Zoon. Dermatologica Derma- 
tologica, Basel] 96, 401-409, 1948. 9 figs., 19 refs. 
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330. Intradermal Treatment of Venereal Diseases. 
(Acquisizioni con il metodo di cura endermico nelle 
malattie veneree) 

M. ComéL. Dermatologica [Dermatologica, Basel] 96, 


* 377-381, 1948. 


The author advocates a new method of penicillin 
therapy in gonorrhoea and syphilis. He claims to have 
observed good results by giving daily not more than 
20,000 units of penicillin in an oil-wax mixture by the 
intradermal route. The author explains his observa- 
tions on the theory that the defence mechanism is 
stimulated to a higher degree by intradermal injections 
than by intramuscular administration of penicillin. [The 
paper does not give figures, —. or case records of 
treated patients. ] Kate Maunsell 
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331. The Incidence of Infection in Contacts of Early 
Syphilis 

A. J. VON WerssowetTz. Journal of Venereal Disease 
Information [J. vener. Dis. Inform.] 29, 132-137, May, 
1948. 


The author studied 3,383 contacts of syphilis who were 
divided into two groups: (a) contacts of patients with 
primary and secondary syphilis (1,250); (6) contacts of 
patients with early latent syphilis (2,133). Of the first 
group 271 were found to be already under treatment for 
syphilis. Apart from these, 656 were examined and 318 
of this total were found to have syphilis. In the majority 
of these the disease was in the early stages. In the second 
group 363 were found to be already under treatment. 
In all 1,101 were examined and 446 had syphilis. In this 
group, as was expected, early latent and later stages 
predominated. In the first group 323 could either not be 
located or examined; the figure for the second group was 
669. Taking both groups together the author found that 
48-5°% of the patients examined had syphilis. He there- 
fore considered that to treat contacts of early syphilis, 
irrespective of the presence or absence of infection 
“would be not only medically and epidemiologically 
unsound but also rather costly ”’. G. W. Csonka 


332. Local Prophylaxis in Experimental Syphilis of the 
Rabbit 

R: C. ARNOLD and J. F. MAHONEY. Journal of Venereal 
Disease Information [J. vener. Dis. Inform.] 29, 138-141, 
May, 1948. 4 refs. 


The commonly-used prophylactics are untidy and 
messy and their application is complicated. The proper- 
ties of ‘‘ mapharside’’ alone and in combination with 
alkyl aryl sulphate are described. A standard suspension 
of Treponema pallidum in rabbit serum was inserted into 
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the preputial sac of male rabbits. The contact was kept 


up for 1 to 2 hours and care was taken not to traumatize 
the area. Five controls received no prophylactic treat- 
ment; in the remainder the prophylactic agents were 
thoroughly massaged in for one minute. . A concentra- 
tion of 0-1% mapharside in watery solution gave complete 
protection after exposure for one hour and even two 
hours (12 animals). It was thought advisable to add a 
detergent to the mapharside to give it soapy properties, 
both for a psychological and cleansing effect. Soap 
itself is unsuitable as it is not quickly soluble, is bulky, 
and gives a suspension with mapharside instead of the 
necessary solution. Alkyl aryl sulphate was found 
satisfactory for combination with mapharside. A 
solution of 0-2°%% mapharside with this detergent prevented 
infection in 34 out of 35 animals after a two-hour ex- 
posure to T. pallidum. G. W. Csonka 


333. Penicillin in Treatment of Neurosyphilis. IV. 
Tabes Dorsalis 

L. P. CHesNey and F. W. REeyYNoLps. Archives of 
Neurology and Psychiatry [Arch. Neurol. Psychiat., 
Chicago] 59, 347-359, March, 1948. 2 figs., 18 refs. 


Of 54 patients with tabes dorsalis who were treated 
with penicillin, 33 received penicillin alone in amounts 
ranging from 1,200,000 to 20,000,000 units in divided 


doses while the remaining 21 were given from 1,800,000 


to 20,000,000 units of penicillin in divided doses con- 
currently with malarial fever. Patients with the tabetic 
form of dementia paralytica were excluded from the study. 

Of the 33 patients receiving penicillin alone, 26 were 
males and 7 females, and the average age was 47 years, 
the youngest being 29 and the oldest 79. In 15 there had 
been symptoms for under 2 years, in 14 for 2 years or 
longer, and in 4 the duration was unknown. Metal 
chemotherapy had previously been given to 21 patients, 
3 of whom had had fever in addition more than 2 years 
before, all without improvement. The Spinal fluid was 
negative in 4 ¢ases. Of the 29 abnormal fluids 14 were in 
** group II ”’, 6 only being active, and 15 were in “* group 
Ill”. In 4 patients, all with group III” spinal fluids, 
there were febrile Herxheimer reactions, and in 2 there 
was a transitory exacerbation of lightning pains. The 
incidence of febrile Herxheimer reactions (12%) was 
significantly lower than the 79% obtained by the same 
authors in dementia paralytica. All the abnormal fluids 
responded rapidly to treatment, cell count and total 
protein levels becoming normal, usually within a few 
weeks. This was followed by a more gradual but equally 
well-sustained improvement in the results of the colloidal 
mastic tests and the titres of the Wassermann test. The 
symptoms in this group were: lightning pains (20 
patients), ataxia (10), urinary symptoms (11), sensory 
disturbances (7), gastric symptoms (5), impotence (4), 
and ocular palsies (1). With treatment there was 
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“ significant improvement”’ in 9 patients; 3 others 
“* seemed to improve temporarily ’’; in 15 there was no 
change; and 6 were worse. 

Of the 21 patients treated with malaria and penicillin 
combined 15 were males and 6 females, and the average 
age was 42. In 8 there had been symptoms for less than 
2 years, in 11 for 2 years or longer, while the duration was 
unknown in2. Fifteen of the patients had had treatment 
previously (4 fever and metal chemotherapy, 3 metal 
chemotherapy with penicillin, and 8 metal chemotherapy 
alone), all without improvement; only in one case had 
the treatment been given in the 2 years preceding the 
administration of combined penicillin and malaria. 
The spinal fluid was negative in 3 cases; 7 spinal fluids 
were in “ group II” (4 being active) and 11 were in 
“group III”. Fifteen patients had lightning pains, 11 
had ataxia, 6 urinary symptoms, 7 sensory disturbances, 
4 gastric symptoms, 6 impotence, and 1 cranial nerve 
palsies. There were no febrile Herxheimer reactions in 
any of the patients; but in 10 of the 15 with lightning 
pains there was an exacerbation at the height of the 
paroxysms. As with penicillin alone, the response of 
the spinal fluid was most satisfactory, but the results of 
the colloidal mastic test and the decline in the titre of the 
Wassermann test were even more dramatic than with 
penicillin alone. The clinical results also were better, 
for improvement was noted in 14 and no change in 7; 
none of the patients was worse. 

Comparing these results with those obtained before 
penicillin was used, the authors conclude that penicillin 
alone seems slightly inferior in its effects if not in ease of 
administration to the older forms of therapy. Concur- 
rent penicillin and malaria treatment appears to be the 
best at present available. R. R. Willcox 


334. Venereal Infection of Children in Large Numbers. 
(Gyerekek témeges venereds csalddi fert6zése a masodik 
vilaghaboru utani venereds hull4m kapcsan) 

E. Fesér. Orvosok Lapja [Orv. Lapja] 4, 616-620, 
May 9, 1948. 8 figs., 10 refs. 


Whereas during the years 1937-9 only 3 children suf- 
fering from venereal infections had come under the care 
of the Venereological Department of the St. Stephen 
Hospital, Budapest, the number of infections amongst 
children observed there in the years 1945-7 was 65. Of 
these children, 35 had been infected with syphilis and 30 
with gonorrhoea. Of the syphilitic manifestations 3 
were primary and 23 secondary, while 4 were cases of 
latent syphilis. The primary chancres were in 2 of the 
cases in the genital region and in the third case in 
the sacral region. The secondary manifestations were 
mainly moist hypertrophic papules. Most of the chil- 
dren had not been treated previously, and were in 
an appallingly neglected condition. Inquiries revealed 
that the children lived under very bad and unhygienic 
circumstances, and the infections were usually traced 
back to members of their families; the case of a mother 
is mentioned who infected 3 of her children. The 
infections were transmitted by direct contact or by the 
use of table or washing utensils. 

As regards treatment it is suggested that the use of 
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arsenicals and bismuth should be reduced because of the 
harmful effects on growing children, and that more use 
should be made of the combination of these drugs with 
penicillin. [No details are given about the cases of 
gonorrhoea.] Vilma Samet 


335. Treatment of Neurosyphilis at Hot Springs Medical 
Center, Arkansas 

G. E. ParkHurst and R. W. Bowman. Journal of 
Venereal Disease Information [J. vener. Dis. Inform. ] 29, 
159-166, June, 1948. 3 figs. 


In this paper the therapeutic values are compared 
of mechanical hyperthermy, malaria, and penicillin ip 
neurosyphilis as measured by examination of the cerebro- 
spinal fluid. 

A total of 458 cases was observed for a minimum period 
of 6 months; 122 were treated in a Kettering hypertherm 
for 30 to 60 hours at 104° F. (40° C.); 196 patients were 
inoculated with quartan malaria, of whom 85% had 40 
to 50 hours or more of fever at 104° F.; 140 received 6 
million units of penicillin in oil and beeswax (400,00 
units daily for 15 days) plus 8 injections of arsenoxide 
and 5 injections of bismuth. 

After 24 months’ observation, treatment had failed in 
11-6% of the patients given penicillin, compared with 
12-6% given malaria, and 14-3% receiving hyperthermy, 
Therefore on the basis of failure rates penicillin appears 
as effective as malaria or hyperthermy in the treatment of 
neurosyphilis. Before treatment, activity was shown in 
the cerebrospinal fluid of 69% of cases in the hyper- 
thermy and malaria groups, and 83% in the penicillin 
aroup. After 24 months activity was still present in the 
spinal fluid of 10% of the malaria-treated patients, 15% 
of the penicillin group, and 26% of the hyperthermy 
group. It was significant that 6-monthly examinations 


_ of the spinal fluid for 2 years revealed that penicillin 


eliminates activity in the spinal fluid more rapidly than 
does malaria or hyperthermy. After 18 months, there is 
little difference as regards the spinal fluid grouping 
between results of malaria and of hyperthermy. How- 
ever, of those treated by hyperthermy 30% of the spinal 
fluids remained unchanged and only 9% were negative, 
compared with 18% unchanged and 26% negative after 
penicillin therapy. 

The charts show that penicillin is the most effective of 
the three types of therapy, that there is little difference 
in the respective effects of malaria and hyperthermy on 
the spinal fluid, and that penicillin achieves more rapid 
and greater changes than the other two methods of 
treatment. T. Anwyl- Davies 


336. Administrative Advantages of Rapid Syphilo- 
therapy on an Outpatient Basis 

H. D. Cuore and J. C. Matcoim. Journal of Venereal 
Disease Information [J. vener. Dis. Inform.] 29, 173-171, 
June, 1948. 2 refs. 


As the seasonal agricultural workers who “ follow the 
crops ’’ comprise a large percentage of the population of 
San Joaquin County, California, and only 26-6% of 
patients completed the traditional course of arsenic- 
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. bismuth saved time, money, and effort. 


Syph.] 32, 212-223, May, 1948. 


bismuth treatment, a 10-day out-patient penicillin course 
was adopted; its administrative advantages are com- 

ed with those of the old orthodox methods. Com- 
pared with the pre-war figure of 266%, 96-6% of patients 
complete the prescribed course of treatment; they wel- 
come the new scheme because of avaidance of loss of 
income and the stigma attached to in-patient treatment. 
Daily doses of 300,000 units of penicillin for 10 days with 
5 injections of “‘ mapharsen”’ (arsenoxide) and 3 of 
Later, increased 
economies were effected by eliminating arsenic and bis- 
muth and doubling the dosage of penicillin. 

T. Anwyl- Davies 


337. False Positive Tests for Syphilis: A Further Study 
of their Incidence in Sporozoite-induced Vivax Malaria 

J. F. Kent, W. B. CULWELL, G. R. CoaTNey, and W. C. 
Cooper. Journal of Laboratory and Clinical Medicine 
[J. Lab. clin. Med.) 33, 747-752, June, 1948. 5 refs. 


Male volunteer prisoners, apparently free from syphilis, 
were infected with malaria and their sera tested before 
inoculation, every 2 or 3 days during and immediately 
after the attacks and later at weekly intervals. The tests 
included: Kahn-standard, Kline exclusion and Mazzini- 
microflocculation tests, and the standard Kolmer 
complement-fixation test (C.F.T.), with ordinary tissue 
extract; and the Rein—Bossak and V.D.R.L. microfloccu- 
lation tests, Kolmer C.F.T., and the E.P. 50 test with 
cardiolipin antigen. There were 104 individuals; 6,403 
sera were examined and 51,224 tests were carried 
out; 78 of the patients were inoculated with the Chesson 
strain of malaria, 17 with the St. Elizabeth strain, and 9 
with both the strains. Of the 104 patients 75 gave one or 
more false-positive reactions—51 of the Chesson strain 
group, 15 of the St. Elizabeth, and 9 of the group infected 
with both. These reactions appeared from 0 to 39 days 
(average 8-7) after the onset of parasitaemia and lasted for 
2to 181 days. Of the tests with ordinary tissue extracts 
the Kahn gave the highest number of positives and the 
Kolmer C.F.T. the lowest. In those tests in which 
cardiolipin antigen was used the number of positive 
reactions was much reduced with the microflocculation 
tests, and almost eliminated with the C.F.T. It is clear 
that in general C.F.T. are less liable than flocculation 
tests to give false-positive reactions inmalaria. Results 
are set out in three tables. T. E. Osmond 


338. Penicillin Versus Penicillin-Malaria in the Treat- 
ment of Dementia Paralytica 

Y. T. and H. American Journal of 
Syphilis, Gonorrhea, and Venereal Diseases [Amer. J. 
12 refs. 


It has not yet been finally decided whether malaria 
should still be used in the treatment of parenchymatous 
neurosyphilis now that the efficacy of penicillin therapy 
in this condition has been demonstrated. More data 
and longer observation of cases so treated are required, 
and the present article contributes to the study of this 
Problem. Forty-six patients with dementia paralytica, 
with and without tabes, formed two equal groups which 
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were closely comparable as regards type of psychoses, 
duration of symptoms, previous treatment, and the 
amount of penicillin administered. All patients had 
active changes in the spinal fluid and received 30,000 
units of sodium penicillin every 3 hours day and night. 
The total dose varied, but the average amounts in the 
penicillin and penicillin-malaria groups were 5,990,000 
and 5,740,000 units respectively; the period of admini- 
stration was 21-8 days in both groups. Patients in the 
penicillin—malaria group averaged 35 hours of fever above 
103° F. (39-4° C.) (rectal). Spinal fluid was tested before 
and after treatment and subsequently at intervals of 3 
months. Spinal-fluid changes were analysed, and clinical 
improvement was assessed in both groups without reveal- 
ing any significant difference in response to treatment. 
Five patients relapsed between 6 and 12 months after 
treatment—2 in the penicillin—malaria group and 3 in the 
penicillin group. The factor common to all these 5 
patients was that they had received less than 3,600,000 
units of penicillin. S. M. Laird 


339. .Plasma and Cerebrospinal Fluid Iron Concentration. 
Studies in Syphilitic and Nonsyphilitic Patients 

R. L. Grete. American Journal of Syphilis, Gonorrhea, 
and Venereal Diseases:[Amer. J. Syph.| 32, 337-344, 
July, 1948. 1 fig., 13 refs. 


Plasma iron concentrations were measured following 
oral ferrous sulfate administration ‘to patients with 
various manifestations of syphilis, with anemias, and 
with other chronic infections. No diagnostic or prog- 
nostic value could be attached to the tolerance curves in 
syphilitics, and no correlation was noted between patho- 
logic changes and iron concentration of the cerebrospinal 
fluid. Data are presented on the plasma iron concentra- 
tion in a small number of syphilitic and normal rabbits.— 
[Author’s summary.] 


340. The Treatment of Early Syphilis with Penicillin, 
Neoarsphenamine, and Bismuth 

G. L. M. McEL.ticott, F. J. G. Jerreriss, and R. R. 
Wittcox. British Journal of Venereal Diseases [Brit. 
J. vener. Dis.| 24, 45-49, June, 1948. 8 refs. 


A considerable number of reports on the results of the 
treatment of early syphilis with penicillin have now 
appeared in the literature. Some uneasiness was felt 
when it became evident that among cases observed for the 
short period of 11 months a failure rate of about 15% was 
to be expected. The failure rate of 25 to 35% for the 
longer period of 14 to 2 years’ observation has given rise 
to greater dissatisfaction. Since the latter reports became 
available there has been a general trend towards re- 
instatement of treatment with arsenical and bismuth 
compounds, which, when used together and over a long 
period, had given excellent results. A combination of 
penicillin and an arsenical in a short period treatment 
comprising 10 daily injections of 60 mg. of arsphenoxide 
together with a total of 2,400,000 units of penicillin was 
used in the British Army. The failure of this course to 
control 18 out of 75 cases of secondary syphilis was an 
indicator that the combination needed improvement. 
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At St. Mary’s Hospital, London, a combined course of 
treatment was instituted in 1946, with neoarsphenamine, 
bismuth oxychloride, and penicillin. The results of 
treatment of 150 men and 125 women are shown in a 
statistical analysis. The course comprised 4,000,000 
units of penicillin either by 8 single daily injections in 
oil—beeswax or in aqueous solution with round-the-clock 
divided doses. The patients were also given 12 injections 
of 0-45 g. neoarsphenamine and 0-2 g. bismuth oxy- 
chloride at 4-day intervals. As a general rule the peni- 
cillin was not commenced until after the third arsenical 
injection had been given, so that there should be 
no confusion between a ninth-day toxicodermia and 
penicillin urticaria. Herxheimer effects were minimized 
by giving a low initial dose (0-15 to 0-3 g.) of neoarsphen- 
amine. Toxic effects from penicillin were limited to 
urticaria, which occurred in 7 cases. Reactions to the 
arsenical treatment were more frequent, having been 
noted in 20% of the men and 27% of the women. 

Subsequent observation was planned to include 
clinical and serological examination once a month for 
6 months, then 3-monthly for a year and 6-monthly for a 
further year. The cerebrospinal fluid was examined in 
the second year. The attendances of the patients during 
the surveillance period were excellent; 56 were observed 
for 18 months, 102 for 15 months, 150 for 12 months, 
193 for 9 months, 215 for 6 months, and 240 for 3 
months. The authors report failures in 10 cases in the 
series, a failure rate of 4 to 7% in the first 12 months. 
This rate compares favourable with that of 15% for the 
same period for patients treated with penicillin alone. 

Details of the actual doses given and type and date of 


failure are shown in tabular form. In the majority of 
failures the total amount of penicillin which had been 
given fell short of the planned level of 4,000,000 units. 
In some patients the arsenical treatment was also in- 
complete on account of intolerance to this agent. 

V. E. Lloyd 
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341. Experimental Gonococcal Infection of the Rabbit’s 
Eye 

C. P. MILLER. American Journal of Syphilis, Gonorrhea, 
and Venereal Diseases {[Amer. J. Syph.] 32, 437-444, 
Sept., 1948. 4 figs., 9 refs. 


This article is a report of an attempt to produce in some 
laboratory animal a local gonococcal infection suitable 
for the testing of. prophylactic agents. The lack of 
susceptibility to gonococcal infection of the urethra or 
vagina of the usual laboratory animals led the author to 
investigate the possibility of using the eye of the rabbit. 
It was found that the conjunctiva was susceptible to 
infection but only when large numbers of gonococci were 


placed in the conjunctival sac and the lids sealed up; © 


secondary bacterial infection was frequent. The con- 
junctival sac method was abandoned in favour of direct 
infection of the anterior chamber of the eye which was 
effected by the introduction, after aspiration of the 
aqueous humour, of 0-2 ml. of a suspension of gonococci. 
A large series of rabbits were thus infected and kept under 


observation for periods of up to 14 weeks’ duration, 
The frequency of successful infection was found to depend 
upon the number of gonococci introduced. The intro. 
duction of 20 million organisms produced infection ip 
93% of inoculated eyes, and of 200,000 to 2 million in 
82 to 84%. Even with the introduction of only 209 
organisms infection ensued in 45% of eyes. 

This method of experimental infection was then used 
for testing the efficiency of various prophylactic agents 
which were introduced directly into the anterior chamber 
of the infected eye within an hour after a standard 
inoculation of 20 million gonococci. The eyes were 
excised after 24 hours and the aqueous humour was 
aspirated and cultured; the ciliary body was removed 
and macerated, and cultures were taken from this 
material and from the surface of the lens. The substances 
tested were penicillin, mild and strong solutions of silver 
protein, and ointments of various bases containing 
sulphathiazole or calomel or both. Penicillin was 
uniformly effective in a dose as small as 2-5 units, 
Sulphathiazole (15%) and calomel (30%) were also highly 
effective, separately or together, but only when incor- 
porated in a watery or vanishing-cream base. The 
most effective base of several under study contained 
propylene glycol 26%, starch glycerite 34%, stearic acid 
4%, glycerol monostearate 2%, spermaceti 2°%, and 
water 32%. V. E. Lloyd 


342. Laboratory Diagnosis of Granuloma Inguinale and 
Studies on the Cultivation of the Donovan Body 

R. B. Dienst. American Journal of Syphilis, Gonorrhea, 
and Venereal Diseases [Amer. J. Syph.] 32, 301-306, 
July, 1948. 4 figs., 12 refs. 


Three methods have hitherto been available to confirm 
the clinical diagnosis of granuloma inguinale: (1) 
stained tissue smears or biopsy; (2) the complement- 
fixation test; (3) the intracutaneous test. In smears 
stained by Wright’s method intracytoplasmic Donovan 
bodies can be seen and easily recognized by the expert; 
when these bodies are not numerous the capsule usually 
stains well. In the past, Donovan bodies have been 
successfully cultured in yolk of developing chick embryos. 

In this article a method of growing these bodies in 
fresh non-incubated yolk medium is described; the 
medium is prepared as follows. Yolk is removed asepti- 
cally from fresh eggs and diluted with an equal part of 
sterile saline. A base medium of 1% “ bacto ” peptone, 
03% “bacto” tryptone, dextrose, and 0:2% 
sea salt [composition not stated] is adjusted to pH 
7-3 and to it is added 0-12% agar; the mixture is 
sterilized and allowed to cool to 45° C. when an equal 
quantity of the diluted yolk is added. Tubes are 
inoculated with 0-1 ml. of recently infected embryonic 
yolk and incubated at 37° C. for 4 days. Growth is 
free and dividing forms of Donovan bodies are often 
seen; these bodies remain viable for 8 to 10 days at 
room or refrigerator temperature. Apparently success 
depends on the addition of agar and 0-12% was 
found to be the optimum concentration. Donovan 
bodies from smears and cultures, including encapsu- 
lated forms, are well shown in figures. 7. E. Osmond 


— 


343. Spontaneous Myohemoglobinuria in Man. Des- 
cription of a Case with Recurrent Attacks 
F. L. Kreutzer; L. Strait, and W. J. Kerr. Archives 


- of Internal Medicine [Arch. intern. Med.) 81, 249-259, 


March, 1948. 2 figs., 25 refs. 


The literature concerning myohemoglobinuria in man 
is reviewed. A new case of spontaneous myohemo- 
globinuria, with muscular weakness and wasting similar 
to that in progressive muscular dystrophy, is described, 
the diagnosis being confirmed by spectrophotometric 
studies. Other studies of the blood and urine are 
reported.—[Authors’ summary.] 


344. Renal Arteriovenous Anastomoses in Rabbits, 
Dogs and Human Subjects 

B. SimPKIN, H. C. BERGMAN, H. SiLver, and M. Prinz- 
METAL. Archives of Internal Medicine [Arch. intern. 
Med.] 81, 115-125, Feb., 1948. 1 fig., 25 refs. 


The authors, working at the Cedars of Lebanon 
Hospital, Los Angeles, used a method they had pre- 
viously described for studying the circulation of the 
heart. A radio-opaque gelatin mass with suspended 
minute glass spheres (2 g. of spheres per 100 ml. gelatin 
compound) was injected at 40°C. through the renal 
artery, first into human kidneys with intact capsules and 
peri-renal fat, and, secondly, into decapsulated, but 
otherwise intact, kidneys; all these organs were used 
shortly after they had been removed at necropsy. In 
the case of the intact kidneys spheres up to 440 yu in 
diameter were recovered from the renal vein; the dia- 
meter of the largest sphere recovered in the case of the 
decapsulated kidneys was 200 yu ; surface-leakage in the 
latter was minimized by enclosing them in plaster casts. 
Initially, care was taken to use only organs in which there 
was no gross disease, but when kidneys affected with 
such conditions as moderate nephrosclerosis were 
injected spheres of similar size passed. X-ray examina- 
tions always showed complete filling of the vascular tree. 

The next experiment was carried out on rabbits under 
ether anaesthesia. The same gelatin-glass sphere mix- 
ture was injected into the renal arteries after the adrenal 
glands had been tied off; and in half the animals the 
kidneys were decapsulated. It was noted that the 
telatively large size of the injecting needle caused 
ischaemic blanching of the kidneys, and for technical 
reasons cannulation of renal veins was not satisfactory. 
Use was therefore made of the fact that practically all 
small glass spheres injected intravenously are trapped in 
the lung capillaries. Five minutes after injection the 
animals were killed, heart and lungs removed together 
and digested in hot concentrated potassium hydroxide. 
Spheres collected from the lungs had diameters of up to 
180 x, there being little significant difference in size 
whether the kidneys had been intact or decapsulated. 
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This experiment was repeated in 2 dogs because the 
relatively larger calibre of the renal artery permits 
injection without noticeable ischaemic effect; spheres 
140 and 80 in diameter were recovered from the 
lungs. W. S. Killpack 


345. Effect of the Intravenous Administration of Human 
Serum Albumin on Renal Function 

W. H. CARGILL. Proceedings of the Society for Experi- 
mental Biology and Medicine [Proc. Soc. exp. Biol., N.Y.] 
68, 189-192, May, 1948. 2 figs., 7 refs. © 


The author tested the effect of human serum albumin 
infusion on the renal function in man. Clearances were 
determined with inulin and sodium para-aminohippurate 
(P.A.H.). Arterial blood was obtained from the femoral 
artery, venous blood from the renal vein by catheter. 
The P.A.H. extraction fraction was calculated as 
arterial P.A.H.—renal vein P.A.H. 

arterial P.A.H. ; renal plasma flow as 
clearance P.A.H. 
Renal blood flow was determined 
from this value and haematocrit readings. Filtration 
fracti clearance inulin Resti 
en as renal plasma flow ting 
values were determined during two control periods. 
Then 300 ml. of salt-poor 25%-serum-albumin solution 


was administered in 10 to 25 minutes. There were 3 


normal patients, 3 patients with hypertension, 1 patient 
with chronic glomerulonephritis, and 1 with nephrotic 
syndrome; 2 more normal patients and 1 with the 
nephrotic syndrome were less completely studied. 

The author found that there was an immediate fall in 
the haematocrit readings; inulin and P.A.H. clearances 
rose, while P.A.H. extraction fell, particularly in one 
chronic nephritic patient and one hypertensive patient. 
Filtration rate rose by 13% of the initial value, but by 
67 and 68% in the two nephrotic patients. Renal 
blood flow rose in all subjects tested. It is concluded 
that albumin administration causes changes in renal 
haemodynamics, and that studies of renal function by 
means of P.A.H. clearances alone do not suffice. 
Explanations for the fall in P.A.H. clearances are 


- advanced, including that of an arterio-venous shunt, ‘as 


described by Trueta et al. G. Loewi 


346. The Kidney in Old Age. A Preliminary Com- 
munication 

T. H. Howe tt and A. P. Piccor. Journal of Geronto- 
logy {J. Gerontol.] 3, 124-128, April, 1948. 16 refs. 


The authors review their findings in a series of patients 
who were suffering from chronic diseases and who were 
used as controls for some other investigations. Though 
the majority had some degree of hypertension, all with 
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anv suspicion of urinary tract disease were excluded. 
There were 60 males and 43 females, the ages varying 
from 65 to 94 years. 

The levels of blood urea did not show an increase with 
advancing age. When tabulated by range, 31% were 
over 40 mg. per 100 ml. and only 6% were over 50 mg. 
per 100 ml., the upper limit of normality. The average 
was 37 mg. per 100 ml., and this can be taken to indicate 
little structural change. The specific gravity of an early 
morning specimen of urine collected the day after 
admission from 101 Chelsea Pensioners over 65 years of 
age was measured, and the mean average was found to be 
1016-8. There was no significant fall in the older age 
groups, though charts of the range showed a wider 
spread than usual for younger persons. 

The authors review findings in the kidneys in a random 
sample of 300 records of necropsies on patients over 65 
years old. Apart from the 47% which showed no gross 
abnormality, 3 types of organ were found: (1) in 14%, 
the classical senile coarsely scarred kidney; (2) in 19% 
fine granulation with a general diminution of the cortex; 
(3) in 5%, a mixture of these 2 types, and in 7% only 
arterial change. In only 8% was there gross structural 
disease. Microscopical structure corresponded to the 
macroscopical appearance. Finally, histological sections 
of kidneys from 20 patients over 65 years old were 
examined, and in each 100 glomeruli were counted and 
classified as normal or otherwise. Doubtful ones were 
counted as abnormal. The average number of normal 
glomeruli equalled 67%, and 2 of the 3 highest readings 
were in patients aged 90 years and 86 years, indicating 
that the number of normal glomeruli does not necessarily 
diminish with the age of the patient. 

From these findings, the authors conclude that old age 
is not necessarily associated with any structural or 
functional abnormality of the kidney. Morag L. Insley 


347. The Influence of Diet on the Renal Function of 
Healthy Persons. [In English] 

A. L. NieLsen and H. O. BANG. Acta Medica Scandi- 
navica [Acta med. scand.| 130, 382-388, 1948. 1 fig. 


In an investigation at the Municipal Hospital, Copen- 
hagen, of the effects of a low-protein diet on renal func- 
tion, the urea, inulin, and “ diodrast ’’ clearances were 
estimated in 8 women with healthy kidneys; each received 
a normal diet for at least 8 days, and a low-protein diet, 
corresponding to 4-27 g. of nitrogen daily, for an average 
of 13 days, before the tests were made. The daily 
excretion of nitrogen in the urine was also determined. 
A description is given of the methods of analysis, and of 
the technique used in the clearance tests. The results 
showed that a low-protein diet caused a fall in the 24-hour 
nitrogen excretion from 13-5 g. to 4:3 g., while the 
diuresis was decreased from 1,070 ml. to 699 ml. (average 
figures). At the same time, the blood urea fell from 25-6 
mg. to 15-5 mg. per 100 ml., the lowest figure obtained 
being 12 mg. This fall was not proportionate to the 
decrease in nitrogen excretion, owing partly to the lesser 
diuresis but chiefly to the fall of 33% in urea clearance 
on the nitrogen-poor diet; this confirms similar observa- 
tions previously made by several other workers, although 


GENITO-URINARY DISORDERS 


the mechanism by which the kidney checks the fall in 
blood urea by reducing the urea clearance is not known, 
The inulin and diodrast clearances, however, fell by only 
7 and 2% respectively, demonstrating that the ultra. 
filtration and the blood flow, of which these tests are 
measurements, are not affected by a low-protein diet, 
The reaction of the human kidney to such a diet differs 
from that of the dog kidney, in which ultrafiltration and 
blood flow have been found to vary proportionately to 
the urea clearance. The authors refer to some as yet 
unpublished work from which it appears that the morbid 
kidney reacts similarly to the healthy one, in that no 
reduction of the inulin and diodrast clearances was 
obtained on a low-protein diet. Wilfrid E. Hunt 


348. Lipoid Nephrosis. Clinical and Biochemical Studies 
of 40 Children, with 10 Necropsies 

W. M. Biock, R. L. JAcKsoN, G. STEARNS, and M. P, 
ButscH. Pediatrics [Pediatrics] 1, 733-753, June, 1948, 
3 figs., 27 refs. 


This paper is based on observation of 40 children with 
nephrosis. Of these 26 have survived, 19 having been 
well for 1 to 16 years, 3 having been well for less than 1 
year; 1 had proteinuria without oedema, and 3 have 
active disease. The introduction of sulphonamides has 
changed the prognosis fundamentally, and penicillin 
and streptomycin are likely to improve it even more. 
Early diagnosis was of pararhount importance for a 
good prognosis, which, however, is not impaired by long 
duration of the illness itself. Comprehensive case reports 
serve to stress the fact that children may recover com- 
pletely from nephrosis even if they have been suffering 
from severe intercurrent illness (fever or septicaemia) 
provided the treatment is adequate; the effect of sul- 
phonamides or penicillin was obvious. The estimation 
of the erythrocyte sedimentation rate was as reliable a 
guide to the course of the disease as any of the more 
complicated biochemical tests; it was uniformly increased 
while the disease was active. There was no charac- 
teristic albumin level in the blood above or below which 
oedema would appear or disappear; oedema was absent 
with an albumin level below 1 g. per 100 ml., and pro- 
nounced at 2 g. per 100 ml. Of the 14 deaths during the 
period of observation 7 were due to various infections. 
Only one of these patients had received penicillin; 3, 
including this one, had had sulphonamides. Ten 
necropsies were performed; degeneration of renal tubules 
and enlargement of the liver were invariably seen. 
Glomerular changes were not consistently observed when 
haematuria had been present, and vice versa. Children 
who had been treated with acacia had the largest livers. 
One child aged 3 years and 9 months died after an illness 
lasting for only 2 weeks (lobar pneumonia and peritonitis 
in addition to nephrosis). One boy of 12 died after he 
had been under observation for 6 years (peritonitis and 
empyema). L. H. Worth 


349. The Effects of Shock on the Kidney 
D. D. VAN SLYKE. Annals of Internal Medicine [Ann. 
Intern. Med.] 28, 701-722, April, 1948. 8 figs., 45 refs. 
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350. The Management of Destructive Arthritis of the 
Hip by Means of Intravenous Procaine 

D. J. GRAUBARD, J. Kovacs, and H. H. Ritter. Annals 
of Internal Medicine [Ann. intern. Med.) 28, 1106-1116, 
June, 1948. 5 figs., 31 refs. 


This is a new treatment for destructive arthritis of the 
hip. It is designed to give immediate relief from pain, 
to relax muscular spasm around the hip, and to promote 
increased mobility. 

The dosage is at the rate of 4 mg. per kilo body weight, 
dissolved in isotonic saline solution to make a 0°1% 
solution to be given over a 20-minute period. For 
example, a 60-kg. individual receives 240 mg. of pro- 
caine in 240 ml. of isotonic saline solution at the rate 
of 12 ml. of solution per minute. The “ flowrator ”’ is 
used for accurately measuring the rate of infusion. The 
treatment is repeated weekly for several weeks and no ill 
effects have been seen in the small series of 15 cases herein 
reported. The results appear to be immediate relief of 
pain and spasm, even during the course of the injections, 
but the improvement is not very prolonged. On the other 
hand, by means of these injections most of the patients 
were able to return to work. 

There is a brief review of the generally unsatisfactory 
state of treatment of arthritis of the hip, and it is claimed 
that this treatment is somewhat in advance of the other 
admittedly unsatisfactory efforts. 

[The work of Waugh in Britain receives rather 
perfunctory mention.] G. F. Walker 


351. Investigations into the Effect of Hot, Dry Micro- 
climate on Peripheral Circulation, etc., in Arthritic 
Patients 

G. Epstr6m, G. LUNDIN, and T. WRAMNER. Annals of 
the Rheumatic Diseases [Ann. rheum. Dis.] 7, 76-82, 
June, 1948. 7 figs., 15 refs: 


An experiment was carried out to determine the effect 
of temperature and humidity on rheumatic subjects. A 
room was prepared in which the temperature could be 
varied between less than 0° and 40° C. and the humidity 
between 30% and complete saturation. An agreeable 
temperature for the patients was found to be 32°C., 
and at this temperature there was little perspiration 
if the relative humidity was less than 50%. In this 
environment 16 patients with rheumatic fever and 18 with 
rheumatoid arthritis were kept for periods of time averag- 
ing one month, and skin temperature, blood oxygen 
saturation, cardiac output, and metabolic rate were 
observed. At normal room temperature these patients 
have a peripheral skin temperature that is low; in the 
special environment the peripheral skin temperature rises 
to exceed the temperature of the trunk. At the same 
time the oxygen saturation of the venous blood rises from 


about 51 to 82%; this indicates that the normal 
peripheral vasoconstriction in these patients changes 
to vasodilatation at a higher temperature. There was 
little change in cardiac output and the basal metabolic 
rate. Clinically, the treatment was found to be advan- 
tageous. D. P. Nicholson 


352. Costo-transverse Arthrosis Deformans. (L’artrosi 
deformante costo-transversaria) 

A. Nico.ost. Radiologica Medica [Radiolog. med., 
Torino] 34, 348-352, June, 1948. 5 refs. 


This work, which comes from the Institute of Radiology 
of the University of Genoa, is based on the study of 377 
radiographs of the chest, 277 of which showed evidence 
of pleuro-pulmonary tuberculous lesions, 100 being 
normal. The costo-transversal osteo-arthritis was not 
accompanied by osteo-arthritic changes in the spine at 
the same level, was at a higher level than the spinal 
osteo-arthritis, when such was present, was found mainly 
in men, and had no connexion with the pulmonary 
tuberculosis. A. Orley 


353. Prolonged Administration of Penicillin in Arthritis 
J. A. Coss, E. BAUMAN, R. H. Boots, and M. O. LIPMAN. 
American Journal of Medicine [Amer. J. Med.} 4, 710-715, 
May, 1948. 38 refs. 


Following the hypothesis that rheumatoid arthritis is 


. due to repeated infections by the haemolytic streptococcus 


(group A) the authors studied the effects of prolonged 
oral administration of penicillin in 6 cases of rheumatoid 
arthritis of adult type, 2 of juvenile type, and 2 of rheuma- 
toid spondylitis (Marie-Striimpell). They used an 
aqueous unbuffered solution of sodium penicillin, 
without any protective agent, made up in plain gelatin 
capsules, so that six capsules contained 1,000,000 units 
for adults and 500,000 units for children as a daily dose. 


One capsule was given every 4 hours for 3 to 6 months. — 


Average total amount of penicillin administered to each 
patient was 127,900,000 units. Repeated blood examina- 
tion showed that adequate serum concentration was 
maintained by this method. 

In only one case, that of a patient suffering from 
juvenile arthritis, was there a striking improvement with a 
large fall in the erythrocyte sedimentation rate. One 
case of rheumatoid arthritis showed moderate improve- 
ment; in the rest the treatment failed. Nausea, mild 
diarrhoea, localized rash, and brown furry discoloration 
of the tongue were observed as toxic reactions. The 
authors also studied the effects of oral penicillin on the 
bacterial flora of the throat and intestinal tract in these 
cases; these results are published separately. 

[No conclusions of any value can be drawn from this 
small number of uncontrolled cases]. S. Karani 
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354. The Lymphatic Connexions of the Subarachnoid 
Space. An Experimental Study of the Dispersion of 
Particulate Matter in the Cerebrospinal Fluid, with 
Special Reference to the Pathogenesis of Poliomyelitis 

E. J. Frecp and J. B. Brirertey. British Medical Journal 
[Brit. med. J.] 1, 1167-1171, June 19, 1948. 2 figs., 
32 refs. 


This is a report on experimental work carried out to 
find a direct anatomical pathway between the spinal 
subarachnoid space and the abdominal lymphatic system. 
Previous work is commented on. The authors describe 
their research, in which they used filtered indian ink, the 
particles of which are mostly about 0-5 y in size. Dia- 
grams show the arachnoid culs de sac around the nerve 
roots filled with particles, indicating definite points of 
exit of the cerebrospinal fluid into the lymphatic system. 
When indian ink is introduced into the cranial division 
of the subarachnoid space there is a rapid accumulation 
of particulate matter in the lumbo-sacral root ganglia, 
and when it is introduced into any part of the sub- 
arachnoid space accumulation is obvious within 24 hours. 

Two aspects of poliomyelitis are considered: (1) Is 
the virus spread by the cerebrospinal fluid? (2) What 
are the primary pathways of access to the cerebrospinal 
fluid? There are conflicting reports on the infectivity 
of the cerebrospinal fluid in human poliomyelitis, much 
depending on the period of the disease at which the fluid 
is examined, and proof is lacking of this infectivity at the 
time when it might be expected to be at its height. 
Experimental studies of poliomyelitis give no greater 
help in this problem. Lesions of dorsal nerve-root 
ganglia are constant in human poliomyelitis, and may 
account for the pain in the pre-paralytic stages. This 
would be expected if the virus were in the cerebrospinal 
fluid and accumulated at the same outflow points as does 
indian ink. The channels of access of the virus are 
probably in the respiratory tract, and in the present 
research a definite anatomical pathway has been demon- 
strated between the cranial subarachnoid space and the 
deep cervical lymph nodes. Experiments carried out 
show that there is also an anatomical pathway from the 
mesenteric and prevertebral nodes to the spinal cord. 

These results are interesting in that they may demon- 
strate the pathway of spread of the virus from an isolated 
lumbar segment of the cord to the rest of the nervous 
- system. J. Anderson 


355. Neuralgic Amyotrophy. The Shoulder-girdle Syn- 
drome 


M. J. PARSONAGE and J. W. A. Turner. Lancet 
[Lancet] 1, 973-978, June 26, 1948. 25 refs. 


Neuralgic amyotrophy is suggested as a name to 
denote a type of brachial neuritis which became increas- 
ingly familiar during the war years. It appears to be a 


possible. 


distinct clinical entity, but the aetiology is unknown 
though probably the same as in similar cases seen after 
serum injections. Absence of constitutional symptoms 


_ and the finding of a normal cerebrospinal fluid are against 


a virus infection, and these features together with the 
frequent occurrence of sensory changes enable the condi- 
tion to be differentiated clinically from anterior polio- 
myelitis. The most striking point brought out is that 
half of the cases occurred in patients already in hospital 
for other conditions. There was evidence in 98 out of 
the 136 cases described, of some precipitating factor, of 
which operation (12), trauma (10), and infections (71), 
chiefly malaria and dysentery, were the commonest, 
Eleven out of 67 patients had had inoculations during the 
preceding 4 weeks. 

The onset was usually sudden and severe and always 
without constitutional disturbances. There was pain in 
the shoulder-girdle region, usually across the back of the 
scapula and tip of the shoulder and often radiating down 
the outer side of the upper arm to the elbow, which lasted 
from a few days to 1 or 2 weeks. The distribution of the 
subsequent paralysis indicated in some cases involvement 
of one or more peripheral nerves, and in others of 3 
nerve root, while in a proportion the patchy incidence 
could only be explained on the basis of involvement of 
anterior horn cells. In 39 of the 136 cases involvement 
was bilateral, usually asymmetrical, occasionally with an 
interval of several days or weeks between the development 
on the two sides. In most cases the paralysis was 
confined to the muscles of the shoulder girdle and upper 
arm, the serratus magnus being most commonly affected, 
but occasionally forearm muscles were also involved and 
in 5 cases there was in addition severe weakness of the 
long flexors of the thumb and index finger. In 58 cases 
there were objective signs of sensory impairment, and in 
others there was a history of numbness at an earlier stage. 
Usually the sensory changes corresponded with the area 
supplied by the circumflex nerve. In all those cases in 
which the cerebrospinal fluid was examined no abnor- 
mality was found. Recurrences were uncommon. 

Treatment was not specific and was confined to admini- 
stration of analgesics, passive joint movements, and use 
of an abduction splint when the deltoid was paralysed, 
and galvanism or active movements and faradism when 
Prognosis is based on the same principles as in 
poliomyelitis. Incompletely paralysed muscles and those 
showing some recovery within a month usually recover 
completely within 6 months. Early and severe wasting 
is a bad sign. Recovery may commence up to a year and 
probably later after the onset, but is least likely in the 
case of the serratus magnus. A. M. Stewart-Wallace 


356. Familial Sciatica Due to Herniated Discs 
J. M. MerevitH. Southern Surgeon [Sth. Surg.) 14, 
258-263, April, 1948. 2 figs., 4 refs. 
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357. Friedlander Bacillus Meningitis: Report of Seven 
Cases with Two Recoveries : 

§. S. Jacop and F.H. Top. Annals of Internal Medicine 
[Ann. intern. Med.] 28, 1003-1009, May, 1948. 18 refs.. 


Meningitis due to infection with Friedlander’s bacillus 
is very rare, there being only about 40 authentic cases on 
record. This is an account of 7 cases; 2 patients sur- 
vived. The clinical aspects are no different from those 


- of meningitis caused by other types of virulent organisms. 


The combined administration of large doses of sulpha- 
diazine, penicillin, and streptomycin is recommended in 
treatment. G. F. Walker 


358. Benign Exanthematous Lymphocytic Meningitis in 
Zirich. (Die gutartige exanthematése lymphocytire 
Meningitis in Ziirich) 

H. ZELLWEGER and A. .Luzi. Schweizerische Medi- 
zinische Wochenschrift [Schweiz. med. Wschr.] 78, 506- 
508, May 29, 1948. 2 figs., 1 ref. 


In the summer of 1947 an epidemic appeared in the 
Ziirich Oberland; some patients had a rash resembling 
rubella. Some weeks later a similar epidemic started in 
a district in the city of Ziirich; this outbreak started from 
a pastrycook’s shop and affected only customers (adults 
and children) of that establishment. Features of the 
disease were distinct meningism, exceptionally severe 
headache, and fever with temperatures up to 39° or 40° C. 
The cerebrospinal fluid showed an increased number of 
lymphocytes. It was possible to mistake the disease 
for infantile paralysis. A connexion with the previous 
outbreak (described by Kuhn) in the Oberland district 
could be traced. The causal agent of this meningitis is 
unknown. H. Zellweger 


359. An Evaluation of Curare in Spasticity Due to 
Spinal-Cord Injuries 

R. A. Kuun and D. S. Bickers. New England Journal 
of Medicine [New Engl. J. Med.] 238, 615-622, April 29, 
1948. 33 refs. 


As there have been reports in the literature that curare 
lessened spasticity after spinal cord injury, a controlled 
experiment to test this was carried out on 34 patients with 
varying degrees of residual spastic paraparesis; in 9 the 
cord injuries were partial and in 25 clinically complete. 
The patients were divided into 2 groups of 17. The first 
group was given 175 mg. of d-tubocurarine in oil and 
wax intramuscularly every 48 hours for ten doses; the 
second group received physiological saline injections at 
similar intervals and for the same period. The injections 
were given under exactly comparable conditions, and the 
two medical observers who estimated the improvement or 
otherwise were not told which patients were having curare 
and which were having saline. 

Amelioration of spasm was apparently obtained in 7 
of the 34 patients; 3 of these were having curare and 4 
Physiological saline and the most marked relief occurred 
in 2 of the latter group. There was no improvement in 
27 patients, 14 of whom were having curare and 13 saline. 
“Toxic ” symptoms were frequent, especially dizziness, 


drowsiness, and weakness, and these occurred in the 
control group as well as in the patients receiving curare. 
Diplopia and pitting oedema of the hands and feet were 
seen in some of those having curare and not in the 
controls. No reliable objective method of measuring 
spasticity was evolved, and the results were based on 
clinical examination. It was concluded that no beneficial 
results were obtained by the injection of d-tubocurarine 
in oil and white wax in the relief of spasticity due to 
spinal cord injury. J. W. Aldren Turner 


360. Focal Epilepsy. A Statistical Study of Its Causes 
and the Results of Surgical Treatment. I. Epilepsy 
Secondary to Intracranial Tumors 

J.C. Wuite, C. T. Lru, and W. J. Mrxter. New England 
Journal of Medicine [New Engl. J. Med.| 238, 891-899, 
June 24, 1948. 7 figs., 13 refs. 


This is the first of two papers dealing with a review of 
240 cases of epilepsy in which the authors were able to 
establish the cause; in all cases this was confirmed by 
exploratory craniotomy. The series comprised 21% of 
the total admissions for epilepsy over the period 1935 to. 
1944. There were 160 cases of.cerebral tumour, repre- 
senting 25% of the cases of brain tumour admitted during 
the period. The material is analysed as regards site; the 
source of epileptic discharge is always found in the 
surrounding area of damaged brain, never in the electri- 
cally inert expanding tumour itself. The incidence of 
seizures is highest in tumours close to the motor-sensory 
areas and the chance of developing epilepsy is the same 
regardless of whether the tumour compresses the cortex 
from without or invades it from within. Thus in frontal, 
parietal, and temporal tumours, epilepsy occurs in about 
40% falling to 20% in thalamic and basal tumours, and 
to 14% in occipital tumours. In no case of pure cere- 
bellar tumour has true epilepsy occurred, although in 
4 cases there was ictus subtentorialis and 2 patients 
had fits due possibly to an independent supratentorial 
cause. Pituitary tumours do not give rise to fits unless 
the lesion has extended widely beyond the sella. 

The cases are also analysed as regards type of tumour; 
the more slowly the latter grows the greater is its epilepto- 
genic tendency; thus 50% of astrocytomata cause epi- 
lepsy, whereas only 14% of metastatic carcinomata do. 

The authors review the results of surgery on the epi- 
lepsy. They emphasize that after resection epilepsy may 
develop, although it did not occur before operation. 
This happened in 12 of 641 cases. The greatest improve- 
ment was achieved in the meningiomata, where out of 26 
cases in which adequate follow up was available 5 patients 
had complete relief, 9 great improvement, and 3 slight 
improvement. Five patients had their first seizures after 
what appeared to be successful extirpations. In contrast 
only 1 patient out of 19 with glioblastomata showed any 
improvement in the number of fits. 

[This paper is concerned only with the epileptic aspect. 
The other aspects are not mentioned, nor are any details 
of the character of the epileptic phenomena given. It 
gives the impression of a careful but rather sterile piece of 
statistical research.] N. S. Alcock 
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361. Causes of Failure in Treatment with Electric 
Shock: Analysis of Thirty-eight Cases 

N. K. Rickies and C. G. PoLan. Archives of Neurology 
and Psychiatry (Arch. Neurol. Psychiat., Chicago| 59 
337-346, March, 1948. 6 refs. 


This paper is based on a study of 38 patients out of a 
series of 200 who did not respond successfully to electric 
shock. By far the largest number of failures were among 
those with schizophrenic psychoses with insidious onset, 
gradual withdrawal, disharmony of effect, and difficulty 
of self-expression. The presence of conflict over early 
sexual acts such as masturbation, homosexual practices, 
or abortion was always related to a poor prognosis. 
The conflict between the patient’s religious philosophy 
and the acceptance of psychiatric help in basic problems 
prevented complete recovery. 

Depression superimposed on severe anxiety was 
relieved but the anxiety remained and insomnia was a 
most stubborn symptom, recurring early even if removed 
at first. This was especially the case in those who 
suffered from hypertension though there might be 
no arteriosclerosis. Post-partum psychoses, like other 
toxic psychoses, did not respond well and more research 
is required to discover the nature of the toxin in such 
cases and how to remove it. Some older depressed 
patients did not do well and the risk of suicide in such 
patients is always great. Some made better progress if 
returned home than if they remained too long: in the 
hospital atmosphere for further shock therapy. Manic 
cases did not do well because although the manic phase 
might disappear fairly rapidly they were apt to relapse 
quickly, often into a more violent attack. Details of the 
38 cases are tabulated and 9 are described in more detail. 
The authors consider that shock therapy is likely to fail 
if the patient has in the past been a suspicious, socially 
inadequate person, if there has been a long-standing 
psychoneurotic type of response to life situations, and 
if he or she has lost a marital partner in the menopausal 
or post-menopausal period on whom he greatly depended. 
The patient who for many years has sought an adijust- 
ment through religious identifications will often fail to 
respond to shock therapy. R. G. Gordon 


362. Transorbital Lobotomy. Preliminary Report of 
Forty-one Cases. 

C. H. Jones, and J. G. SHANKLIN. Northwest Medicine 
[Northw. Med., Seattle] 47, 421-427, June, 1948. 7 figs., 
24 refs. 


Freeman’s method of transorbital lobotomy is recom- 
mended in selected cases because of simplicity and lack 
of post-operative complications. The authors describe 
the technique and the preliminary results achieved in 41 
cases. The patient is given two electrically-induced 
convulsions, and lobotomy is performed on one side 


during the coma following the second convulsion. A 
third shock is given immediately and the operation is 
performed on the other side. The eyelid is elevated and 
the orbital conjunctiva is pierced near the posterior: 
margin of the sac. The instrument used is a pointed 
circular steel shaft 14 cm. long, calibrated 7 cm. from the 
tip. This shaft is introduced into the anterior cranial 
fossa and its position is carefully checked by a lateral 
radiograph when the 7 cm. mark approximates to the 
margin of the upper eyelid. Lateral and medial move- 
ments of 15 degrees are made to sever the white matter, 
and the instrument is then withdrawn. The cases 
selected included both comparatively recent cases of 
psychoses which had failed to respond to electric and 
insulin shock and chronic cases with marked signs of 
anxiety, tenseness, and obsessional symptoms. There 
were 26 cases of schizophrenia, 10 of affective disorders 
(various depressions), 4 of psychoneurosis, and | case of 
intractable thalamic pain. The follow-up of cases has 
been so far too short to evaluate the clinical results, but 
improvement was noted in 80°%% of cases operated upon. 
Pronounced relief from anxiety was most striking. The 
immediate post-operative course after transorbital lobo- 
tomy is much milder than that after major lobotomy, the 
patient regaining consciousness as soon as the effect of 
the electroshock wears off. A black eye on one side or 
both sides is the only physical evidence of the operation. 
In 3 cases enuresis of short duration has occurred. The 
authors think that transorbital lobotomy should be con- 
sidered for patients not permanently aided by electro- 
shock but in whom a — lobotomy might not be 
indicated. J. T. Leyberg 


363. Psychological Investigations with the Rorschach 
and Wartegg Tests in Psychoses under Electroshock 
Treatment. (Psychologische Untersuchungen mit Ror- 
schach- und Wartegg-Versuch an Psychosen in der 
Elektroschockbehandlung) 

T. KOHLMANN. Wiener Zeitschrift fiir Nervenheilkunde 
[Wien. Z. Nervenheilk.] 1, 382-414, 1948. 14 figs., 
16 refs. 


The author attempts to answer the two following 
questions: Does electroshock treatment cause any 
personality changes in psychotics? ; and if so for how long 
can these changes be traced? Twenty schizophrenic, 7 
depressive, and 3 manic patients undergoing electroshock 
treatment were repeatedly examined with the Rorschach 
and Wartegg tests before, during, and after treatment. 
After describing the less known Wartegg test and dis- 
cussing its practical advantages, the author presents the 
results obtained in both tests with schizophrenics and 
manic-depressives. These results may be summarized 
as follows. In both types of psychoses the repeated 
electrically induced convulsions lead to an epileptoid 
personality change characterized in tests by increased 
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perseveration, lowering of intelligence, and a poorer 
affective response. The epileptoid personality changes 
were particularly pronounced in patients who were sub- 
jected to prolonged treatment, and in the author’s opinion 
they increased in proportion to the number of induced 
fits. The affective response of schizophrenics and 
manics as shown in tests was more restricted after the 
treatment than before, whereas that of depressives was 
considerably extended. The treatment also led to the 
increase of existing signs of dementia; a tendency towards 
perseveration and stereotypy was frequently noticed. In 
schizophrenics these changes could still be traced 6 weeks 
after the last shock. In manic-depressives the test 
results returned sooner to the previous level. These 
results do not support the view of Stauder that the 
epileptic personality is constitutionally determined, but 
rather indicate that it depends on the frequency of fits. 
J. T. Leyberg 


364. Inhibition of Diuresis by Electroshock. (Diurese- 
hemmung durch Elektroschock) 

W. KREIENBERG and H. ExRHARDT. Klinische Wochen- 
schrift [Klin. Wschr.] 26, 239-241, April 15, 1948. 2 
figs., 8 refs. 


This paper describes changes in the water balance 
following electrically-induced convulsions. In 15 
psychotic patients who were undergoing electroshock 
treatment the intake and output of fluids were 
measured. Volhard’s method was used and the patients 
were given 1,500 ml. of weak tea 30 minutes before the 
shock. A catheter was inserted and the output of urine 
and its specific gravity were estimated at hourly intervals. 
The results indicated that the electroshock leads to an 
abrupt inhibition of diuresis, which lasts from 14 to 24 
hours. The specific gravity was at first high in the small 
quantities of urine excreted; it gradually reached normal 
as the output increased. The total output of urine was 
not affected but excretion was delayed by the initial 
inhibition. 

Discussing the inhibitory effect of electric convulsions 
on diuresis, the authors conclude that it was due to an 
increased reabsorption of water in the kidneys caused by 
irritation of the hypothalamic vegetative nuclei. 

J. T. Leyberg 


365. Electrocardiographic Changes in  Electroshock 

Therapy of Depressive States. (Elektrokardiographische 

Veranderungen unter Elektroschocktherapie depressiver 

Zustande) 

K. Poizer. Wiener Zeitschrift fiir Nervenheilkunde 

yn Z. Nervenheilk.] 1, 256-261, May, 1948. 2 figs., 
refs. 


The extent to which psychogenic factors can influence 
the electrocardiogram has been a point of controversy. 
In the Viennese Neuro-psychiatric Clinic electrocardio- 
grams (ECG) were taken in most of the cases before 
electroshock treatment. Until 14 years ago an ab- 
normal ECG was regarded as a contraindication to 
electroplexy. In this paper the author reports on 9 
depressive patients who were given electric shocks despite 
Subjective heart symptoms and electrocardiographic 
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changes. There were 8 women and a man, the oldest 
patient being 44 years of age. All complained of 
pressure in the heart region and 2 of definite pain with 
typical anginal radiation. Electrocardiograms showed 
deflection of the S-T segment below the base line and 


flattening of the T wave. The duration of Q-T was . 


normal or shortened. These changes were seen in all 
three leads or in leads I and II or II and III. No 
other abnormalities were found on clinical examination 
of the circulatory system. None of the patients was 
receiving digitalis, which might have caused similar 
changes. Despite these findings a course of electro- 
convulsion treatment was given. To the author’s sur- 
prise all electrocardiograms reverted to normal as soon as 
the mental condition improved. The ECG aberrations 
appeared to depend upon the degree of anxiety and 
depression. The author discusses his findings from the 
psychosomatic point of view and gives a more detailed 
description of one of his cases. J. T. Leyberg 


366. Observations on Mood After Stellate Ganglion- 
ectomy 

L. J. KARNOSH and W. J. GARDNER. Southern Medical 
Journal {Sth. med. J.] 41, 631-636, July, 1948. 15 refs. 


About 500 patients have either undergone procaine 
block of both stellate ganglia or have been subjected to 
surgical section of the ascending sympathetic chain to the 
head in the neurosurgical and neuropsychiatric service of 
the Cleveland Clinic. Almost every category of organic 
brain disease and the common types of primary mental 
and functional nervous disturbance are included in this 
study. In the first group were found such conditions as 
cerebral atrophy, post-traumatic encephalopathy, cerebral 
arteriosclerosis, and Parkinsonism. The second major 
division included such entities as involutional melan- 
cholia, the depressive phase of manic-depressive psycho- 
sis, schizophrenia, and a small number of functional 
neuroses. 

The most constant observation which was made in this 
wide variety of subjects was the improvement in subjective 
symptoms out of all proportion to objective benefits, 


whenever any improvement was demonstrated at all. 


In cases of locomotor defect, such as in hemiplegia and 
Parkinsonism, where moving pictures were made of 
patients before and after sympathetic resection, actual 
improvement in motor function was relatively slight, but 
the patients frequently reported a subjective sense of 
greater facility and celerity of movement, greater anima- 
tion, less propensity to fatigue, and a host of other 
intangible benefits. The most striking after-effects 
appeared to be a general improvement in feeling tone, 
a sense of greater self-security, and an elation which often 
approximated to euphoria. H. T. Simmons 


367. A Study of Prejudice in Children 
E. FRENKEL-BRUNSWIK. Human Relations [Hum. Rel.]1, 
295-306, 1948. 


A study of racial prejudice was made at the Institute 
of Child Welfare, California University. A scale con- 
taining slogans of racial prejudice or tolerance selected 
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the opposite quartiles of 1,500 children between 11 and 
16, and these prejudiced (“ ethnocentric ”) and unpreju- 
diced (“* liberal ””) groups were tested for personality and 
social attitudes, 120 children and their parents being 
interviewed. The ethnocentric child is subject to rela- 
tively harsh and rigid parental discipline; he cannot 
express or integrate his instinctive and hostile tendencies, 
and his personality becomes narrow and rigid. Forced 
submission leads to admiration of power and strength and 
continued demand for autocratic leadership, with under- 
lying repressed resentment to authority. He rejects the 
outgroup, naively accepting the ingroup: his aggression 
towards minorities and other countries is part of a more 
generalized rejection of all that is weak or different, while 
projection of his own hostility on to them contributes to 
his affinity towards war. His superego mirrors the type of 
discipline to which he was exposed, being directed towards 
punishment, condemnation, and exclusion of others. He 
expects and gives approval of external moral values, 
including politeness and cleanliness, but his need for 
conformity is based on fear of retaliation rather than 
true incorporation of values. He tends to a rigid, 
dichotomizing conception of sex roles and poor hetero- 
sexual adjustment: tolerance towards the other sex 
appears to be an important basis for tolerance in general. 
The liberal child shows in general opposite trends, is more 
flexible, creative, and sublimated, more capable of giving 
affection since he has received it, and does not use the 
destructive methods of the ethnocentric in reducing his 
conflicts. Planned upbringing “‘ may be instrumental in 
bringing about the attitude necessary for a genuine 
identification with society and thus for international 
understanding ”’. W. Forster 


368. Pentothal Sleep as an Aid to the Diagnosis and 
Localization of Seizure Discharges of the Psychomotor 


B. Fuster, E. L. Gress, and F. A. Gipps. Diseases of 
the Nervous System [Dis. nerv. Syst.] 9, 199-202, July, 
1948. 1 fig., 14 refs. 


A method for the diagnosis of psychomotor epilepsy 
by electroencephalographic (EEG) recordings during 
** pentothal ” (thiopentone) narcosis is described. The 
main features of a psychomotor seizure are outlined; 
the patient becomes confused and amnesic, but does not 
as a rule lose consciousness. There may be screaming or 
shouting. Movements appear purposeful but are poorly 
co-ordinated; they may be simple, repetitive, and 
automatic. Between seizures, severe personality dis- 
orders are present; the seizures themselves may be mis- 
taken for hysteria or psychopathy. In the EEG, seizure 
discharges have been found in 30% of patients while 
awake but in 90% during sleep, natural or induced by 
drugs. Sodium pentothal has been shown to precipitate 
other types of discharge besides the psychomotor, such 
as petit mal, petit mal variant, or the grand mal type. 

Electroencephalograms were recorded in 40 clinically 
diagnosed cases of psychomotor epilepsy, after the 
administration of 5 to 20 ml. of 2:5% sodium pentothal. 
In general, when the injection had been started, the 
record began to show fast waves of high amplitude, often 


seen with this type of barbiturate; these appeared before 
consciousness was lost. After 1 to 2 minutes, the 
amplitude of rapid activity began to diminish and slow 
waves, with a frequency of 4 to 6 per second, appeared; 
the amplitude of all activity decreased. Bursts of 
14-per-second waves and slow waves of increased 
amplitude then appeared; the record after this point 
resembled that of spontaneous sleep. During the phase 
of high-voltage fast activity, a slow-wave focus, difficult 
to see in the waking record or in deep sleep, was easily 
distinguished. At the end of the fast stage, spikes 
occasionally appeared; later, as amplitude decreased, 
anterior temporal spikes were easily seen. These were 
usually more numerous during light sleep; in some cases 
they appeared at only one stage. In all 40 cases, a focus 
of negative spikes in the anterior temporal region was 
clearly seen. 

The discharges produced by this method are always 
subclinical; no precautions need by taken against motor 
disturbances. Paraldehyde by mouth, or a long-acting 
barbiturate, may be used instead of pentothal. 

Desmond O’ Neill 


369. Organic Mental Syndrome with Phenomena of 
Extinction and Allesthesia 

M. B. BENDER, S. B. Worts, and J. CRAMER. Archives 
of Neurology and Psychiatry [Arch. Neurol. Psychiat. 
Chicago] 59, 273-291, March, 1948. 7 figs., 37 refs. 


This is the study of a case which illustrates the contrast 
between effects of the cortex acting as a whole and the 
action of. individual neurones through serial synapses. 
As Lashley has pointed out “‘ behaviour seems to be 
determined by masses of excitation, by the form of 
relations or proportions of excitation within general fields 
of activity without regard to particular nerve cells. It is 
the pattern and not the element that counts”. A 
sensation may not be perceived or may be only partially 
perceived because of the phenomenon of extinction in 
certain lesions and similarly the patient may be unable to 
perform more than one action at a time or to register 
more than one concept at a time. A case illustrating 
this phenomenon is described in detail. The patient 
showed a constant preference for her left side in per- 
ceptual reactions and motor performance, although 
routine neurological examination revealed little ab- 
normality and there was no evidence of aphasia. The 
changes involving reference of stimuli from both sides 
to the left side exclusively could be explained by excita- 
tion of total patterns rather than excitation of single 
neurones. Full explanation awaits further study of 
cortical suppression along the lines of Goldstein’s 
holistic theory which interprets behaviour as a function 
of the total rather than of its parts. Defects of sensory 
pathways, or even of regions outside the sensory path- 
ways proper, lead to a reorganization and redistribution 
of the remaining forces, which determine the new field 
of the particular sensation concerned. The new field, 
however, is no longer as stable as in the normal state. 
The methods of examination of such cases are described 
and the explanation of the findings is discussed. 

R. G. Gordon 
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_Infectious Diseases 


VIRUS INFECTIONS 
370. Virus Myocarditis: Pathologic and Experimental 


American Journal of Pathology 


[Amer. J. Path.] 24, 97-117, Jan., 1948. 11 figs., 15 refs. 


Three cases of interstitial myocarditis occurring in 
anthropoid apes are described. From one, that of a 
chimpanzee, a virus was recovered after injection of a 
spleen and of pleural fluid into mice, hamsters, and 
guinea-pigs. The injected mice and hamsters died from 
encephalitis and myocarditis; the guinea-pigs showed 
only myocarditis. The lesions of myocarditis ranged 
from slight perivascular infiltration by lymphocytes to 
necrosis of the myocardium associated with polymorpho- 
nuclear cells. These lesions were also produced after 
intravenous, intraperitoneal, subcutaneous, intracranial, 
or intranasal inoculation of suspensions of a large number 
of different viscera. No loss of potency was found 
following filtration of the suspension through Seitz and 
Berkefeld N filters. Potency was retained during re- 
frigeration at minus 19° C. for two months. The virus 
was successfully inoculated into allantoic sacs of 7-day- 
old eggs, but after a second inoculation into mice it did 
not survive a second inoculation into eggs. Immune 
bodies were demonstrated in the serum of mice which 
had recovered from paralysis. Biological tests have not 
identified the virus with a known type. R. H. D. Short 


371. Absence of Post-vaccinial Encephalitis in Algeria. 
(Inexistence de l’encéphalite postvaccinale en Algérie) 

E. SERGENT. Archives de I’Institut Pasteur d’ Algérie 
[Arch. Inst. Pasteur Algér.] 26, 105, June, 1948. 


The geographical distribution of post-vaccinial en- 
cephalitis is remarkable. In the 28 years from 1910 to 
1937 the Pasteur Institute of Algiers has produced 
50,060,967 doses of vaccinia virus. Not a single case of 
post-vaccinial encephalitis has been traced to the use of 
this vaccine, which is prepared in heifers, the animals 
being killed before the virus is harvested. 

[The extreme rarity of post-vaccinial encephalitis in the 
tropics has never been explained. In West Africa 
during the war of 1939-45 a quarter of a million young 
adult Africans were vaccinated, many of them for the 
first time, without a single case of post-vaccinial 
encephalitis]. G. M. Findlay 


372. The Use of Complement-fixation Technic in the 


Analysis of Two Institutional Outbreaks of Mumps 


G. HENLE, W. HENLE, and S. HArkrIS. Pediatrics 


[Pediatrics] 1, 593-600, May, 1948. 9 refs. 


The authors summarize their observations on the 
antibodies against the soluble or S-antigen and virus 
bound V-antigen respectively. The following serological 


findings were considered evidence of recent infection with 
mumps virus: “ (a) no or low antibody levels against 
both V and §S in the first available serum and a marked 
rise in titers in the later specimens; (5) high titers of 
anti-S and low levels of anti-V in the first serum and a 
rise in anti-V in later specimens; (c) high titers against 
both V and S antigens in the first serum and significant 
decreases in titer during the ensuing several months; 
and (d) low titers of both anti-S and anti-V in the first 
serum and rises in anti-V only in subsequent specimens. 
Evidence for long past infection was based upon low 
antibody levels against V and no or low titers against S in 
the first serum and no changes during the period of 
observation ”’. 

They investigated outbreaks of mumps in two schools. 
In School D there were 24 clinical cases of mumps in a 
population of 141. There were no reliable records 
concerning past infections. The sera of 43 children were 
examined at the onset of the epidemic; second and 
further samples were examined from 37 of these. Eleven 
cases of mumps occurred amongst those whose sera had 
been examined and of these 10 were in the group contain- 
ing no antibodies against the V or S antigen; in 1 there 
was partial fixation of complement in serum diluted 1 
in 2 (doubtful reaction). In 4 out of 9 with negative 
reactions for anti-V a rise in antibodies developed without 
signs of illness. Of 18 children with definite and 3 with 
suggestive evidence of past infections, only 1 showed a 
significant change in antibody level and this was only a 
rise in anti-Y. 

In School M there were reliable records of past 
infections. Of 42 children examined, in the 10 with a 
positive history there was serological evidence of infec- 
tion long ago and no serological evidence of recent 
infection. Of the 32 with a negative history, 12 had 
clinical signs and serological evidence of recent infection, 
11 had no clinical signs but serological evidence of recent 
infection, and 9 had serological evidence of long past 
infection. 

It is concluded that mumps occurs only in children who 
have failed to react significantly with the V-antigen at the 
onset of the epidemic; that 30 to 40% of infections are 
clinically inapparent; and that in a few children with 
low antibody levels to V and S antigens an increase in 
anti-V develops but not in anti-S. R. S. Illingworth 


- 373. Central Nervous System Involvement During 


Mum 


ps 
‘J. W. Brown, H. B. KIRKLAND, and G. E. HEIN. Ameri- 


can Journal of the Medical Sciences [Amer. J. med. Sci.} 
215, 434-441, April, 1948. 3 figs., 30 refs. 


The authors have studied a series of 77 cases of mumps 
occurring in young American soldiers. Parotitis was 
present in all the patients except one who had epididymo- 
orchitis. Lumbar puncture was carried out in all cases, 
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INFECTIOUS DISEASES 


either between the eighth and twelfth day of illness (68 
cases) or when clinical signs suggesting nervous system 
involvement appeared (9 cases). Pleocytosis was found 
in 26 patients including 8 of the 9 having evidence of 
meningo-encephalitis. Of the patients with pleocytosis, 
8 complained of headache, 5 of stiff neck, 4 of nausea or 
vomiting, and in one there was a positive Kernig’s sign. 
Symptoms were usually mild and cleared rapidly, head- 
ache and nausea being relieved by lumbar puncture. In 
only one case did residual disability occur, this being the 
case of epididymo-orchitis without parotitis. The patient 
became irrational and had neck rigidity. Right patella- 
jerk was diminished and right ankle-jerk absent. The 
plantar response on the right, although abnormal, was 
not of definite Babinski type. Confusion gradually 
cleared in two weeks, but vision was impaired, the vocal 
chords showed incomplete paresis of adductor muscles, 
the voice was harsh, and the patient was emotionally 
unstable. There was pronounced ataxia with mild 
astereognosis and dysdiadochokinesia. In two months 
improvement was still only partial, ataxia was marked and 
the patient could take only a few steps unaided. Slow 
improvement continued for three years but there was 
considerable residual disability. One contact developed 
typical mumps two weeks after this patient’s illness. 
C. L. Cope 


374. Curare (Intocostrin) in the Acute Stage of Anterior 
Poliomyelitis 

D. RosenBerG and A. E. FiscHer. Pediatrics [Pediatrics] 
1, 648-656, May, 1948. 14 refs. 


The authors investigated the action of curare in reliev- 
They 


ing the “spasm” of muscles in poliomyelitis. 
state that during the past 20 years the types of case and 
severity of the disease at Willard Parker Hospital have 
not changed materially. The following criteria were 
required before including a patient in the study: (1) pre- 
sence of symptoms for less than | week before admission; 
(2) presence of definite spasm in one or more skeletal 


muscles; (3) absence of paralysis; (4) absence of 
cerebral and bulbar signs. The cases were treated by 
application of hot packs to the spastic muscles 4 to 5 times 
daily for 10 days, curare being only given if definite spasm 
was then still present. Right and left hip flexion and 
trunk flexion were measured by the goniometer. Ob- 
servations were made before curare therapy was begun, 
during the period of maximum effect, and at the end of 
treatment. The dose was 0-9 unit per kilo body weight 
3 times during the waking period at intervals of 5 to 
6 hours intramuscularly; this was increased to | unit 
per kilo if there was no appreciable effect on muscle 
spasm, and then by 0-1 to 0-2 unit per kilo only if there 
was no therapeutic effect after 3 injections or until 
muscle power was markedly affected or toxic side-reac- 
tions appeared. The dose was then continued for from 
3 to 10 days. Neostigmine and a respirator were always 
available. 

Curare was found to cause paralysis of the antagonists 
to the spastic muscles and thus made the spasm worse. 
Many patients even complained of pain in areas which 
had been painless. Of 19 cases treated, in 9 the muscles 


of deglutition were affected, in 1 a left facial paralysis 


occurred, in 3 the intercostals were paralysed, and in 3 


respiratory paralysis was so severe that artificial respira. 
tion and neostigmine were necessary. A cumulative 
action was apparent and so the margin between a toxic 
and a non-toxic dose became dangerously small. Ad- 
verse effects on the psyche, shown by lack of co-operation,: 
drowsiness, and hysteria, were observed in nearly alj 
cases. Physiotherapy could not be continued because of 
failure to co-operate, paralysis, and pain. The authors 
stress the difficulty of assessing the value of a drug ina 
disease in which spontaneous improvements occur. They 
conclude that the drug is of little or no value in acute 
anterior poliomyelitis, that it is dangerous if given ina 
dose sufficient to obtain complete relaxation, and that 
their previous results with hot packs and other forms of 
physiotherapy were as good. [A similar conclusion is 
reached in the discussion on poliomyelitis reported on 
page 684 of the same journal.] R. S. Illingworth 


375. Increased Susceptibility to Poliomyelitis in Mon- 
keys Immunized with Typhoid-paratyphoid Vaccine 

J. A. Toomey and W. S. Takacs. Archives of Pediatrics 
[Arch. Pediat.] 65, 305-311, June, 1948. 1 ref. 


Three baby rhesus monkeys were inoculated with 
6 doses of T.A.B. vaccine at intervals of 6 days. Two 
weeks after the last dose laparotomies were performed 
and poliomyelitis virus was suspended in “* enteric toxin” 


injected subserosally. The day after inoculation each of 


the animals was ill and death from poliomyelitis, con- 
firmed histologically, took place on the third to fifth 
day. Such a rapid onset and early death were not noted 
in a control group of 4 baby monkeys, not vaccinated 
with T.A.B. vaccine, which were similarly inoculated. 
Two had only slight signs of the disease and survived 
until the twenty-first day, when they were killed. A third 
animal survived for 19 days, when it died of miliary 
tuberculosis; there was histological evidence of polio- 
myelitis. In these 3 monkeys the first signs of polio- 
myelitis were noted on the third and fourth days. The 
fourth monkey died on the second day from acute 
dilatation of the stomach. Four baby monkeys, to 
whom similar inocula were administered by the usual 
intracerebral route, developed signs of poliomyelitis on 
the third to fifth days and died on the eighth to tenth 
days. D. G. ff. Edward 


376. The Liver in infective Hepatitis 
K. DaMopaRAN. British Medical Journal (Brit. med. J. 
1, 1079-1082, June 5, 1948. 5 figs., 4 refs. 


The author has observed personally over 500 cases of 
infective hepatitis; he describes the post-mortem findings 
in 17 patients, 15 of whom were Indians. His findings 
were similar to those already reported by others. If 
death took place within a fortnight the histological 
picture was that of necrosis, while in a few patients 
hepatic cirrhosis occurred and was fully developed in 18 
months. The author has definite personal views that 
homologous serum jaundice and acute infective hepatitis 
are identical in aetiology, the different incubation periods 
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being only apparent but not real. He regards jaundice 
as incidental, due to “ jaundice precipitating factors ” 
which may bring about icterus at any time within six 
months of infection. J. W. McNee 


377. Incidence of Chronic Hepatitis in Women in Copen- 
hagen 1944-45 

M. BJoRNEBOE, M. JERSILD, K. LUNDB&K, E. H. THAy- 
seEN, and E. Ryssinc. Lancet [Lancet] 1, 867-868, 


. June 5, 1948. 3 figs., 4 refs. ' 


The incidence of infective hepatitis began to increase in 


Denmark in 1941. From 1944 there were a number of 
cases of the disease of greater severity than usual; these 
were characterized by a protracted course of 8 or 9 
months with continuous or intermittent jaundice, by the 
development of ascites and oedema, and finally by death 
in cholaemia. At necropsy the liver is shrunken and 
commonly weighs 600 to 700 g., and its microscopical 
appearance corresponds to that of a subacute atrophy. 
The victims of this severe variety of hepatitis were 
almost exclusively women past the menopause. 
Geoffrey McComas 


378. Serum Treatment of Western Equine Encephalitis 
in Mice Determined by the Course of Viral Infection 

P. K. Oxttsky and A. C. SAENZ. Proceedings of the 
Society for Experimental Biology and Medicine [Proc. 
Soc. exp. Biol., N. Y.] 68, 200-204, May, 1948. 3 refs. 


A moderately active strain of virus giving 100% rate 
of lethal infection was inoculated intracerebrally into 
mice, and a dose of 2 ml. of hyperimmune rabbit 
serum (twice the estimated blood volume of the mice) 
was inoculated intraperitoneally at various intervals 
after the injection of virus. Visible signs of illness were 
first noted 74 hours after inoculation, and death occurred 
at the eighty-sixth to ninety-sixth hour or later. As 
expected, the antiserum became less effective as the time 
after exposure to the virus lengthened. When the serum 
was given at 72 hours, at a time when the mice were still 
free from signs of illness, only an occasional test animal 
receiving the minimal amount of virus survived. 

The conditions of infection in the present test experi- 
ment are not comparable to those occurring in nature, 
but indicate the power of hyperimmune homologous 
serum to neutralize the virus of Western equine encephalo- 
myelitis. F. O. MacCallum 
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379. Susceptibility to Typhus of Rats on Deficient 
Diets 

F, K. Fitzpatrick. American Journal of Public Health 
[Amer. J. publ. Hith] 38, 678-681, May, 1948. 3 refs. 


It is known that rats and guinea-pigs deprived of 
vitamins are much more susceptible to typhus. The 
author therefore determined to study the susceptibility 
to typhus of rats given diets similar to those consumed 
by human beings in various parts of the world. 
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Groups of 12 or more rats, weighing between 35 and 
60 g., were placed on the various diets for a period of 
6 weeks; two-thirds of each group were then infected 
with 1 ml. of murine typhus yolk-sac suspension intra- 
peritoneally, the remainder being kept as controls. Four 
groups of rats were fed on the following diets: (1) low 
protein with adequate vitamins of the B group; (2) low 
protein with low B vitamins; (3) adequate protein and 
B vitamins; (4) adequate protein with low B vitamins. 
Rats on the low-protein diet, whether vitamins were 
adequate or not, either lost weight or gained very little. 
The gain of rats on the complete diet was between 70 
and 120 g. while those receiving adequate protein but 
insufficient vitamins gained between 25 and 40 g. After 
infection, the difference in susceptibility of animals on 
diets (1), (2), and (4) was not striking, whereas the rats 
on the complete diet (3) showed a much higher resistance. 
Two groups of rats were then placed on diets (3) and (4), 
but with the modifications that double the quantity of 
vitamin B was given in the case of diet (3), and that rats 
on diet (3) were pair-fed with those on diet (4), That is, 
2 groups of rats consumed the same total amount of food 
daily (about 7 g.) but | group received twice, and the 
other one-tenth, the amount of B vitamins considered 
optimal. Nine of the 11 rats on the low-vitamin diet 
died on the fifth, sixth, and seventh days after infection, 
while only 3 on the high-vitamin diet died. 

The effect of individual vitamins of the B complex 
was next investigated. All the rats were fed on the com- 
plete diet with the exception of the B vitamins, which 
were given separately. Susceptibility was not increased 
when choline, nicotinic acid, pyridoxine, or p-amino- 
benzoic acid was reduced to one-twentieth optimal 
levels, but reduction of pantothenic acid, riboflavin, or 
aneurin (thiamin) to this level resulted in a greater 
mortality. The effect of natural and synthetic diets was 
also investigated. About 3 days following infection 21 
rats which had had a synthetic diet for 4 weeks showed 
signs of a severe typhus infection, and 2 died. None of 
14 animals on a natural diet died. The author thinks 
that an unrecognized food factor may be supplied by the 
natural diet or that the cruder diet promotes synthesis of 
some unknown factor by the bacterial flora of the 
intestines which increases resistance. 

It is concluded that lack of vitamins of the B group is 
the most important dietary factor in susceptibility to 
typhus. The increased susceptibility of the animals on a 
low-protein diet is explained by the fact that they ate very 
little and therefore did not get their daily vitamin require- 
ments. This condition has its parallel in devastated 
‘countries where populations subsist on monotonous and 
inadequate diets. R. B. Lucas 


380. Tsutsugamushi Disease (Scrub Typhus) in World 
War II 

C. B. Putte. Journal of Parasitology [J. Parasit.| 34, 
169-191, June, 1948. 1 fig., 30 refs. 


In this communication from the Rocky Mountain 
Laboratory, Hamilton, Montana, the author sum- 
marizes a large amount of information on scrub typhus 
derived from American, British, and Japanese sources. 
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The correct name of the causal organism of scrub typhus 
has long been uncertain. Evidence is now brought 
forward to show that the name having priority is 
Rickettsia tsutsugamushi Hayashi 1920: this has priority 
over Rickettsia orientalis, Nagayo et al. 1930, and 
Rickettsia tsutsugamushi Ogata 1931. 

Antigenic differences exist between different strains of 
the causal organism, and two or more antigens with 
broad reactivities must be used in complement-fixation 
diagnostic tests. There are also differences in toxin 
production. Scrub typhus has a wide geographical 
distribution extending from Australia to North-western 


-ences in mortality rates; among 756 British and Indian 


troops in Ceylon the mortality rate was only 1-5% and 
among 1,469 American troops in the Owi-Biak epidemic 
0-6%, but in smaller outbreaks in American units op 
Goodenough Island and at Finchhaven mortality rates 
reached 27-5 and 35-3% respectively. There is no 
apparent correlation between virulence and the per. 
centage incidence of eschar, rash, and adenopathy, 
The incubation period may be as short as 4 and as long 
as 21 days, but 11 to 12 days is the average. Some cases 
may have mild febrile symptoms only. Rank grass and 
weeds in deserted fields provide attractive rat harbourage 
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India. In addition to the areas marked in the map 
Japanese sources show that Central and Southern Thai- 
land (Siam) are infected. Scrub typhus was an important 
cause of morbidity and mortality in the campaigns in 
South-east Asia and the Pacific. In 2 months “ eighteen 
per cent. of a single battalion (2nd West Yorks) on the 
Tiddim Road got scrub typhus . . . and 5 per cent. of 
the total strength had died of it’. Available figures 
indicate a total of 6,861 cases in the U.S. Army, 613 in 
the U.S. Navy, 6,730 in British and Indian troops, 79+ 
in the British Navy, 3,188 in Australian troops, and at 
least 349 in Chinese troops. No racial differences in 
incidence were noted. In addition the Japanese had 
numerous cases. Military statistics show great differ- 


and are specially hazardous; no small part of the scrub 
typhus problem is man-made. Epidemics can occur, 
however, under the coconut canopy on beaches and on 
coralline ridges, as on Biak Islands. In endemic zones 


- the distribution of cases is often patchy. In Japan and 


Northern Formosa the disease is highly seasonal but 
in the Pacific and Northern Burma no seasonal fluctua- 
tion is detectable. Dry seasons, however, are usually 
associated with a reduction in incidence. 

There seems to be no such thing as a “ typical scrub 
typhus environment ”’: the disease may become adapted 


~ to rather divergent local circumstances so long as the 


disease cycle is maintained. It has appeared under 
semi-urban conditions in Calcutta, Mandalay, Kulewa, 
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Rangoon, and Singapore and at high altitudes in Northern 
India up to 7,000 ft. (2,100m.). There is some evidence 
to show that Trombicula deliensis is at best only a variant 
of T. akamushi. The scientific studies made in the area 
have increased the number of known species of trombi- 
culid mites; in addition 5 species of rats, 1 field mouse, 
and 1 insectivore have been added to the list of proved 
naturally infected mite hosts. Suspicion has been cast 
on the epidemiological role of birds. The various 
measures to guard against infection, from those used by 


’ Japanese farmers onwards, are detailed. Tribute is paid 


to the 5 laboratory and field workers who died from the 
disease and to the 11 laboratory workers who contracted 
non-fatal infections: 7 of these had previously received 
injections of vaccine. G. M. Findlay 


381. The Occurrence of Tick-borne Typhus in West 
Africa 

G. M. FrnpLay and G. T. L. ARCHER. Transactions of 
the Royal Society of Tropical Medicine and Hygiene 
[Trans. R. Soc. trop. Med. Hyg.] 41, 815-818, May, 1948. 
1 fig., 3 refs. 


Three cases are described of what appeared to be tick- 
borne typhus occurring in Europeans in West Africa 
towards the end of 1943. Two of the patients were 
stationed in Kintampo, Gold Coast, and the third on the 
Jos Plateau, Northern Nigeria. Blood from one patient 
on the tenth day of illmess, when inoculated intraperi- 
toneally into guinea-pigs, produced a thermal reaction 
above 104° F. (40° C.) on the eighth and eleventh days. 
No definite scrotal reactions were seen, but smears from 
the tunica vaginalis, which was reddened in male guinea- 
pigs, showed rickettsiae in the cytoplasm of endothelial 
cells. That the disease was tick-borne typhus appears to 
have been established by the serological reactions, the 
results of which are given in detail. These show a posi- 
tive Weil—Felix reaction in a rising titre, the absence of 
agglutinins and complement-fixing antibodies in the sera 
for murine and epidemic typhus rickettsiae, and the 
presence of complement-fixing antibodies for South 
African tick typhus in titres ranging from 1 in 200 to 
lin 400. Thus, the rickettsiae appear to be antigenically 
related to those causing South African tick typhus. 

L. Markson 


See also Section Hygiene, Abstract 12, 


382. Histological Changes in Rickettsialpox 
V.B. DoLGopot. American Journal of Pathology [Amer. 
J. Path.] 24, 119-133, Jan., 1948. 10 figs., 8 refs. 


Histological changes are reported in human biopsy 
material from skin and lymph nodes from 6 cases of 
rickettsialpox (Shankman, N.Y. St. J. Med., 1946, 46, 
2,156). The site of the skin pustule was shown to be 
mainly intra-epidermal; shreds of epithelium remained in 
the floor of the blister near the attachment of the blister 
roof. The lesion was associated with a polymorpho- 
nuclear exudate which showed a zone of mast cells at its 
periphery. No plasma cells were present. There was 
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no necrosis of the sub-epidermal tissues though this was 
present in the blister roof. In the later, maculopapular 
lesions mast cells were more numerous with a pre- | 
dominantly lymphocytic cellular exudate. At this stage 
the epidermis of the blister floor was largely intact, though 
the cells of the blister roof showed vacuolation, disin- 
tegration, or fragmentation of nuclei. The lymph node 
excised from one case showed areas of infiltration by mast 
cells but no necrosis. Rickettsiae (Rickettsia acari) were 
recovered from the blood though they were not demon- 
strable histologically i in blisters nor in the lymph node. 
R. H. D. Short 


383. An Epidemic of Q Fever in Strasbourg. (Une 
épidémie de fiévre du Queensland a4 Strasbourg) 

V. ScHuH. Comptes Rendus Hebdomaires des Séances 
de Il’ Académie des Sciences [C.R. Acad. Sci., Paris} 226, 
2189-2191, June 28, 1948. 3 refs. 


Thirty persons working in the abattoirs of Strasbourg 
or associated with the buying and selling of cattle fell ill. 
Three patients had serious illnesses with pneumonic 
symptoms and blood-stained sputum, and temperatures 
up to 40°C. (104° F.). The rickettsia of Q fever was 
isolated in guinea-pigs from the blood of one patient 
and the sera gave positive complement-fixation reactions 
with a Q-fever antigen in dilutions of from 1 in 20 to“ 
1 in 640. The majority of patients had short periods of 


‘fever for 3 to 4 days; one patient had symptoms of a 


nephritis. 

[Q fever has now been recorded in the Old World not 
only from Queensland but from Morocco, Algiers, Italy, 
Corsica [Brumpt. Pr. méd., 1947, 7, 81], Switzerland, 
Germany (Tiibingen and Donaueschingen in the French 
Occupation Zone), Greece, and Iraq. 

G. M. Findlay 
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384. Bacteriological Examinations and Their Interpreta- 
tion in Leprosy. (Examens bactériologiques et leur 
interprétation dans la lépre) 

R. CHAUSSINAND. Bulletin de la Société de Pathologie 
Exotique {Bull. Soc. Path. exot.) 41, 59-73, 1948. 11 
refs. 


Though the finding of Mycobacterium leprae may not 
be necessary for the diagnosis of leprosy, yet it is indis- 
pensable for the proper classification, prognosis, and 
control of treatment. Skin biopsy (forceps and scalpel 
method) and nasal mucosa examination (wool-swab 
method) are the most reliable techniques. The former 
gave positive results in 100% of all lepromatous and 
mixed cases and in 44% of neural cases. Examination of 
the nasal mucosa gave positive results in about two- 
thirds of the lepromatous cases and three-quarters of the 
mixed type, but in less than 10% of neural cases. Re- 
peated examinations of specimens from different lesions 
may be necessary. No useful information can be 
gained from counting or describing the morphology of 
the bacilli seen. Clement Chesterman 
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385. Tonsillar Cytograms as an Index of Local Reactivity 
in Scarlet Fever. (LlurorpammMa Kak MOKa- 
MCECTHOH PeaKTHBHOCTH MpH CKapsaTHHe) 

M. M. Levinson. [leguatpuan [Pediatriya] No. 2, 
45-51, March-April, 1948. 7 figs., 10 refs. 


Tonsillar cytograms were made from tonsillar impres- 
sion preparations on oval glass slides introduced into the 
pharynx by means of a special handle. The tonsillar 
preparations were fixed in alcohol-ether and stained with 
Giemsa. Thirty-five children (up to the age of 11 years) 
with different types of scarlet fever and in various stages 
of the disease were investigated. 

Tonsillar cytograms of normal children (5 to 10 years 
old) showed the presence of epithelial cells with abundant 
cocci. In cytograms taken on the second or third day of 
septic or toxic scarlet fever with necrotic tonsillitis there 
was an accumulation of neutrophils but no phagocytosis. 
In cases with local improvement the cytograms contained 
more polyblasts and phagocytosis was active. It is 


suggested that tonsillar cytograms are of value in. 


demonstrating various stages of the disease. The 
presence of damaged neutrophils with no phagocytic 
power and of an abundant microflora indicate that the 
disease has reached its height. Phagocytosis and the 
appearance of polyblasts indicate the beginning of 
regenerative processes and can be considered as a sign of 
improvement. 

The author believes that tonsillar cytograms express 
the local reactivity of the reticulo-endothelial tissue. In 
septic or toxic scarlet fever with necrotic tonsillitis the 
cytograms reveal a low reactivity of the reticulo-endo- 
thelial tissue, while in less virulent cases of scarlet fever 
with necrotic, follicular, or catarrhal tonsillitis they 
indicate a fairly good reactivity of that tissue. J. Flaks 


386. Further Data on the Treatment of Diphtheria with 
Serum and Anatoxin. (Ancora sulla siero anatossi- 
terapie dell’infezione difterica) 

A. VIsANi. Pediatria [Pediatria] 56, 193-206, April— 
June, 1948. 48 refs. 


The author discusses the results of treatment of 3,365 
cases of diphtheria with combined antitoxin and ana- 
toxin. The method, originally introduced by Ramon, 
consists of subcutaneous injection of 0-1 ml. of diph- 
theria anatoxin followed after 20 minutes to one hour by 
injection of antitoxin in a distant anatomical site. 
After 48 hours, a further 0-5 to 1 ml. of anatoxin is 
injected, followed at 5 days’ interval by further injections 
of 1 to2:3 ml. Altogether 5 injections are given (includ- 
ing the first). This method results in satisfactory ana- 
toxin production. In a previous series of 2,877 cases 
treated and reported on by the author a satisfactory 
clinical result was obtained, but complications and 
second attacks of diphtheria could not be prevented. It 
was therefore decided to continue with the administration 
of anatoxin at least until the thirtieth day of con- 
valescence. 

In the present series of 3,365 cases the mortality rate 
was 4:93% with a total complication rate of 11-59%. 
Bronchopneumonia was the major cause of death. Of 


the 1,219 patients with laryngeal diphtheria included jn 
this series, 20-92% underwent intubation and 0-41% 
tracheotomy. Thirty of the 3,365 patients (0-89%) hada 
second attack of diphtheria. Some of the patients were 
more seriously affected the second time than the first 
time, and there was one death. P. E. Polani 


387. The Effectiveness of Penicillin in the Treatment 
of Nasopharyngeal Diphtheria 

E. W. Bixsy. American Journal of the Medical Sciences 
[Amer. J. med. Sci.| 215, 509-513, May, 1948. 11 refs. 


Penicillin in nasopharyngeal diphtheria is a valuable 
prophylactic agent against the establishment of a carrier- 
state, but it must be given early in the disease. If it is 
administered early the patient’s stay in hospital is 
shortened; although complications are not affected by 
penicillin their severity is lessened. Probably penicillin 
acts by reducing the intensity of the secondary infection 
at the site of the diphtheria rather than by direct action 
upon Corynebacterium diphtheriae. Early administration 
of antitoxin is, of course, still imperative. 

G. F. Walker 


_ See also Section Hygiene, Abstract 9 and Section 
Pathology, Abstract 141. 


388. Studies of the Acute Diarrheal Diseases. XIX. 
Immunization in Shigellosis 

A. V. Harpy, T. DeCapito, and S. P. HALBERT. Public 
Health Reports [Publ. Hith Rep., Wash. 63, 685-688, 
May 21, 1948. 12 refs. 


This article describes experiments carried out since 
1944 to test the efficacy of inoculation with Shigella 
vaccines in the prevention of naturally occurring Shigella 
infections. They strongly indicate that the present 
vaccines given parenterally are ineffective, thus confirming 
the negative findings of Shaughnessy and his co-workers. 
The dose of vaccine which could be tolerated was care- 
fully worked out. It was high for all but Shiga organisms. 
Tolerance to oil emulsions was poor and finally it was 
decided to give large doses of vaccine in saline. No wide 
differences in antigenicity were found in vaccines killed 
by heat, formalin, or ultraviolet light respectively. 
Trials were made in institutions for mental defectives 
with a high endemic incidence of Shigella infections. 
The experiments were well controlled. In spite of the 
inoculations the infection spread throughout the institu- 
tions and, moreover, at a time when protection should 
have been high if the immunization had practical value. 
Flexner V and W, Sonne and Schmitz infections all 
spread actively during the experiments. One uncon- 
trolled experiment was undertaken in a nursery con- 
taining 123 inmates, all children being inoculated. In 
spite of this, acute diarrhoea was prevalent in the nursery 
during the summer and 52% of the children became 
infected with Shigella. It was concluded that the 
available vaccines administered parenterally have no 
significant value in the control of clinical or subclinical 
Shigella infections. H. Stanley Banks 
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389. Studies of the Acute Diarrheal Diseases. XX. 
Observations of Chemotherapy in Shigellosis; the 

Efficacy of Streptomycin and Sulfacarzole 

A. V. Harpy and S. P. Hacsert. Public Health 

Reports [Publ. Hith Rep., Wash.] 63, 790-792, June 11, 

1948. 8 refs. 


Streptomycin by the mouth in daily doses of 4 g. 
for 4 days caused shigella (Flexner type Z) to disappear 
from the faeces of 37 patients within 6 days of the start 
Eight of the patients relapsed during the 
next 3 weeks. Sulphonamide-resistant strains of shigella 
were removed by streptomycin, and non-pathogens also 
decreased greatly in numbers during treatment. There 
were no toxic effects from the drug. The poorly- 
absorbed sulphonamide, sulfacarzole’’ (2-sulphanil- 
amido-5-carboxythiazole) in daily doses of 8 g. was slow 
in action, and one of the 10 patients treated continued to 
pass shigella. Sulphadiazine, 4 g. daily, by comparison 
was rapid in action and cleared all of 10 cases. Most of 


‘ the patients were male occupants of a mental institution 


and were aged 5 to 15 years. L. G. Goodwin 


390. Cholera in Egypt. Laboratory Diagnosis and 
Protective Inoculation 

M. A. GOHAR and M. MAKKAwi. Journal of Tropical 
Medicine and Hygiene [J. trop. Med. Hyg.} 51, 95-99, 
May, 1948. 3 refs. 


The following modification of the standard method of 
culture of the cholera vibrio from faeces was found effec- 
tive. The stools were plated out on alkaline agar and 
inoculated on tellurite alkaline peptone water in narrow- 
necked boiling flasks (1 in 50,000 dilution of potassium 
tellurite was sufficient to inhibit the growth of faecal 
contaminants). The plates were incubated for 24 hours, 
the flasks for 10 hours, and loopfuls from the peptone 
water cultures were. plated out on alkaline agar and 
incubated for 24 hours. Suspicious colonies were picked 
out and inoculated on to semi-sloped mannite, Andrade 
agar, and blood agar. A high-titre O-serum prepared 
from rabbits was used for agglutination. The maximum 
survival time of the organism in positive contacts was 10 
days, and in convalescents 23 days. Serological tests 
carried out with Bacterium faecalis alkaligenes and the 
cholera vibrio indicated that these organisms shared 
an O-antigenic fraction. General vaccination of the 
population was carried out, one dose of 8,000,000,000 
organisms being given. No conclusions could be drawn 
regarding the effectiveness of vaccination, although 
animal experiments suggest that better results are 
obtained with more than one dose. The viability of the 
cholera vibrio on various articles was studied. The 
organism when inoculated on to the exterior of dates 
survived for 4 days. Water remained infective for 9 
days, vegetables for 5 days, and linen and wool for 5 and 
4days respectively. The organism survived for from 3 to 
6 hours on paper and coins, and for less than 3 hours in 
honey and treacle. The important factor was the pH, the 
organism surviving in alkaline and dying in acid media. 
Most organisms did not survive exposure to ultra- 
violet rays for more than 3 minutes. J.L. Markson 
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391. Eighteen Months of Streptomycin Treatment in a 
Sanatorium. (18 Monate Streptomycin in einer Tuberku- 
lose-Heilstatte) 

E. Morpbasini. Schweizerische -Medizinische Wochen- 
schrift [Schweiz. med. Wschr.] 78, 605-612, June 26, 
1948. 7 figs. 


The author reports his results in the treatment with 
streptomycin of 170 cases of tuberculosis of all types in a 
Davos sanatorium. His experience is similar to that of 
most American authors, with the exception that results 
were favourable in tuberculous empyema and in bacilli- 
ferous effusions after adhesion-section. 

Streptomycin is most useful in acute haematogenous 
lesions, but though complete resolution of the miliary 
tubercles may occur the primary focus frequently remains 
unaffected and may progress to a chronic lesion. Two of 
6 patients with miliary tuberculosis died of meningitis 
while under treatment; in one the miliary lesions resolved 
but the original bone focus progressed and at necropsy 
active disease was also found in the kidneys and prostate. 
In the other patient there were only a few degenerate 
tubercles in the lungs at necropsy, but a tuberculous 
osteomyelitis of the femur was unaffected. Of the 
surviving 4, in 1 whose treatment was stopped because 
of vomiting, hepatomegaly, and anaemia, the miliary 
lesions cleared, but 6 months later the primary complex 
had been superseded by a condition of adult type. A 
second patient continued to excrete tubercle bacilli in 
the urine after the miliary shadows in the lungs cleared, 
and the third became completely normal except for 
persistent splenomegaly, but the fourth showed only 
slight improvement. . 

Of 3 adult patients with meningitis, one recovered 
completely after numerous tubercle bacilli had been’ 
found in the cerebrospinal fluid; she has been back at 
work for more than a year. A second patient now 
appears well but has an abnormal cerebrospinal fluid; 
the other died. Cisternal puncture is recommended as a 
routine procedure, but not more than 50 mg. should be 
given in a single dose by this route. Intramuscularly 
1 to 1-5 g. streptomycin should be given daily for at least 
4 to 5 months in miliary tuberculosis and tuberculous 
meningitis; in this dosage toxic effects were slight, but 
the dose should be increased to 2 to 2:5 g. if clinical 
response is not prompt. 

There was some clinical improvement in most cases of 
chronic pulmonary tuberculosis given 1 g. daily, fre- 
quently with radiological arrest or even slight clearing. 
Streptomycin cannot replace sanatorium treatment or 
collapse therapy; it is indicated in: (1) early pneumonic 
tuberculosis and toxaemia with or without tracheo-. 
bronchitis; (2) an acute flare-up in chronic pulmonary 
tuberculosis; (3) recent haematogenous spread; (4). 
haemoptoic and post-operative bronchogenic spread;- 
and (5) as a protective cover for surgical operations. 
Promising results were obtained from instillation of 
0-1 to 0-3 g. daily into cavities being drained by the 
Monaldi method, tubercle bacilli disappearing from 
the discharge. Tuberculosis of larynx and pharynx 
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responded well, especially if of exudative rather than 
productive type, but there was no case of broncho- 
scopically-proven tuberculous bronchitis. Results in 
pleural effusion and empyema varied, but are better than 
those reported in the American literature. One long- 
standing case of empyema cleared up and bacilliferous 
effusions developing after section of adhesions resolved 
more quickly than usual after combined systemic injec- 
tions and intrapleural instillations of 0-2 to 0-4 g. 

Toxic gastro-intestinal symptoms usually disappeared 

very rapidly, and intestinal tuberculosis also responded 
dramatically. In peritonitis and adnexal disease, how- 
ever, the response was very variable. Only temporary 
improvement occurred in renal and vesical infection, and 
a prolonged and intensive course of streptomycin with 
alkalinization of the urine is recommended, with instilla- 
tion of 0-1 to 0-3 g. daily into the bladder. An 
“ umbrella ”’ of streptomycin should be used for nephrec- 
tomy or epididymectomy. 
_ No conclusive results were obtained in bone and joint 
disease, but cold abscesses frequently healed after 2 or 3 
aspirations and injections of streptomycin. Fistulae 
were treated by systemic and local therapy with indifferent 
success. Toxic effects of the drug were very slight, 
especially in the later half of the series when purer 
streptomycin was used. There were 3 cases of vertigo, 
1 case of generalized urticaria, 4 cases of drug fever, 3 of 
albuminuria, 3 of nitrogen retention, and 1 case of 
anaemia with hepatomegaly. The drug appears to be 
most effective in the early, exudative, and reversible 
stages of the disease. Caseous and necrotic lesions show 
little response because of their poor vascularity. Strepto- 
mycin given intramuscularly does not reach the body 
cavities; wherever possible local application should be 
used as well. In nearly all types of case, streptomycin 
causes a rapid reduction in toxicity by retarding growth 
and multiplication of tubercle bacilli, and may make 
collapse therapy possible in an otherwise unsuitable 
patient. The importance of drug-resistance is stressed, 
but no sensitivity tests were carried out. [Because of the 
possible development of streptomycin-resistance, the 
antibiotic should be used only on the clearest of indica- 
tions.] E. G. Sita-Lumsden 


392. Various Phases of the Use of Streptomycin in 
Tuberculosis 

H. J. Corper and M. L. Coun. Journal of the American 
Medical Association [J. Amer. med. Ass.] 137, 357-362, 
May 22, 1948. 12 refs. 


The current evaluations of streptomycin in tuberculosis 
are reviewed in the light of the authors’ experiments. 
The bacteriological medium has a considerable effect on 
the test-tube inhibition of tubercle bacilli by strepto- 
mycin, as others have found. Thus, a rise in content of 
glucose, cellulose, or glycerin increases the quantity of 
streptomycin required for inhibition, while solid media 
may differ from liquid having similar constituents. 
Hence media for tests must be carefully defined. Strepto- 
mycin retards tuberculous disease in experimental animals 
but does not usually eradicate the causative infection, 
which, if it is well established in the animal, is likely to 


prove eventually lethal. Virulent tubercle bacilli are 
usually recoverable from organs of treated animals, even 
after prolonged administration; this is also true of 
avirulent bacilli after injection. The authors are critical 
of the view that the action of streptomycin in vivo jg 
entirely direct on the bacillus by bacteriostasis (as in the 
test-tube), and postulate—mainly on negative evidence— 
a possible indirect effect as well. P. D’ Arcy Hart 


393. The Use of Mice in Experimental Chemotherapy 
of Tuberculosis. I. Rationale and Review of the Litera. 
ture 

G. W. RALEIGH and G. P. YOUMANS. Journal of Infec- 
tious Diseases [J. infect. Dis. 82, 197-204, May-June, 
1948. Bibliography. — 


Taking as their starting point the desirability of having 
a rapid biological screening test of potential antitubercu- 
lous chemotherapeutic agents, the authors review 
critically the literature on experimental tuberculosis in 
mice, as a prelude to their own studies on the use of this 
species for such a purpose. Chief routes of infection 
have been intraperitoneal, intravenous, and respiratory; 
dosage has differed rather widely; many other variables 
are noted. Mouse tuberculosis has not been sufficiently 
delineated for practical purposes, but the following 
generalizations may be made. The white mouse is 
comparatively resistant to tuberculous infection; it can 
be easily and regularly infected by a number of routes; 
the lesions have histological differences from those of 
other species and depend on the virulence, dose, route of 
infection, and other factors. Standardization of tech- 
nique is needed for assessment of potential antitubercu- 
lous agents. [From the point of view of therapeutic 
screening, the various techniques of producing experi- 
mental murine tuberculosis might be subdivided into: 
(a) those in which an overwhelming infection follows 
a massive intravenous inoculation and assessment is on 
the basis of survival time; (5) those in which the degree 
of infection (also after intravenous inoculation usually) 
is intermediate, the experiment is usually terminated ata 
fixed time, and both the degree of visceral involvement 
when the animal dies or is killed and survival rates are 
assessed; and (c) those in which the infection (for 
example, by the respiratory route) is such that death does 
not usually occur and assessment is entirely on the basis 
of the degree of pulmonary involvement at the deliberate 
termination of the experiment after 4 to 6 weeks.] 

P. D’ Arcy Hart 


394. The Use of Mice in Experimental Chemotherapy 
of Tuberculosis. II. Pathology and Pathogenesis 
G. W. RALEIGH and G. P. Youmans. Journal of Infec- 
tious Diseases [J. infect. Dis.| 82, 205-220, May-June, 
1948. 7 figs., 5 refs. 


The macroscopic and histological patterns of the 
lesions produced in the mouse as a result of defined 
conditions of experimental tuberculous infection (by the 
intravenous route) with several strains of bacilli, is 
described. In one series of experiments the evolution 
of visceral lesions was traced by periodic necropsies. 
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During the course of a 28-day experiment, short survival 
time and marked weight loss were associated with 
extensive necrotic-exudative pulmonary involvement, 
while prolonged survival time and little or no weight loss 
were associated with less pulmonary involvement of 
the proliferative type. The range of variation in the 
measurements of assessment under the standard condi- 
tions of experiment—as regards, for example, survival 
time, weight change, and the amount of tuberculous tissue 
in the lungs—was such that significant favourable 


* deviations after treatment with a potential therapeutic 


substance could be ascribed to the suppressive effective- 
ness of this agent. P. D’Arcy Hart 


395. The Use of Mice in Experimental Chemotherapy 
of Tuberculosis. III. The Histopathologic Assay of 
Chemotherapeutic Action 

G. P. YoumMANS and G. W. RA.eiGH. Journal of Infec- 
tious Diseases [J. infect. Dis.] 82, 221-225, May-June, 
1948. 4 refs. 


Using a mouse-infection test based on the work and 
ideas described in the previous paper (Abstract 394), 
the authors have “ screened ” 20 potential chemothera- 
peutic agents in tuberculosis. The standard technique 
was as follows. Albino mice 20 to 25 g. in weight were 


infected intravenously with 0-1 mg. of H37 Rv strain of 


Mycobacterium tuberculosis. Streptomycin was given 
subcutaneously and all other compounds were mixed 
with the diet, the amounts being about half the maximum 
tolerated dose over a 14-day chronic toxicity test. 
Streptomycin was started 1 day and other drugs 2 to 3 
days before infection; streptomycin administration was 
continued for 35 days and other drugs for 28 days. At 
the end of treatment the surviving animals were killed 
and the effectiveness of treatment was judged by com- 
parison of the treated with the controls as regards 
mortality, average survival time, average weight loss, 
gross visceral tuberculous involvement (on a numerical 
basis) at time of death or killing and whether the pre- 
dominant lung lesions were proliferative or necrotic- 
exudative on histological examination. Of the 20 drugs, 
only p-aminosalicylic acid (2 and 1% in the diet) and 
streptomycin (3 mg. daily) showed unequivocal evidence 
of chemotherapeutic action. The authors stress that in 
this 28-day screening test qualitative and quantitative 
deviations from the pathological picture of the controls 
are an even more important criterion of effectiveness of 
treatment than differences in the other chief measures of 
assessment, namely, time of survival and change of 
weight. P. D’Arcy Hart 


396. Studies in the Chemotherapy of Tuberculosis: 
Part I. Sulphones 

E. HoGGarTH and A. R. Martin. British Journal of 
Pharmacology and Chemotherapy [Brit. J. Pharmacol.] 
3, 146-152, June, 1948. 8 refs. . 


In collaborative research, several groups of compounds 


have been tested for their antituberculous activity. In 


this, the first of four papers [Abstracts 396-9], the 


TUBERCULOSIS 


115 


in vitro assays are reported of a large number of sulphones 
and related compounds. The more promising com- 
pounds were tested therapeutically in infected mice, 
Martin’s intravenous method being used, but only the 
known 4,4’-diaminodiphenylsulphone and 2,4’-diamino- — 
5-thiazoylphenylsulphone (“‘ promizole””) prolonged the 
survival time. Jn vitro tests were not a good guide to in 
vivo activity. P. D’Arcy Hart 


397. Studies in the Chemotherapy of Tuberculosis: 
Part II. Sulphonamides 

E. HoGGartH, A. R. MArTIN, and E. H. P. Youna. 
British Journal of Pharmacology and Chemotherapy 
[Brit. J. Pharmacol.] 3, 153-155, June, 1948. 9 refs. 


The antituberculous activity of a series of 2-sulphanil- 
amido-4,6-dialkoxypyrimidines and _ closely related 
compounds was tested in vitro, and also by the mouse- 
infection test. Certain of these substances, especially 
the di-n-propoxy and di-isopropoxy compounds, pro- 
longed the survival times of the mice, but failure when 
treatment was deferred for 24 hours after infection made 
the practical significance of the results doubtful. Lack of 
absorption from the gut may explain lack of therapeutic 
benefit with higher members of the series. Some com- 
moner sulphonamides were also tested, and increased 
survival times were found with sulphadiazine and 
sulphamerazine, but these results were not considered to 
offer any practical advance over previous knowledge. 

P. D'Arcy Hart 


398. Studies in the Chemotherapy of Tuberculosis: 
Part III. Antimalarial Compounds 

E. HoGGartH and A. R. Martin. British Journal of 
Pharmacology and Chemotherapy [Brit. J. Pharmacol.] 
3, 156-159, June, 1948. 6 refs. 


Antituberculous activity in mice was found in a new 
group of compounds (2-arylamino -4 - dialkylamino- 
alkylamino-6-methylpyrimidines), to which attention had 
been previously drawn as antimalarial drugs. The most 
promising substance was 2-p-chloroanilino-4-5-diethyl- 
amino - « - methylbutylamino -6-methylpyrimidine di- 
hydrochloride (No. 3,300). Antituberculous and anti- 
malarial activities were not correlated in these substances. 
Other antimalarial drugs tested were ineffective against 
experimental tuberculosis. P. D’Arcy Hart 


399. Studies in the Chemotherapy of Tuberculosis: 
Part IV. Diamino Méethyl-pyrimidines and Related 
Compounds 

E. HoGGartu, A. R. MartIN, M. F. C. Paice, M. Scott, 
and E. YounG. British Journal of Pharmacology and 
Chemotherapy [Brit. J. Pharmacol.| 3, 160-162, June, 
1948. 7 refs. 


A large number of diaminomethylpyrimidines and 
allied compounds were tested for antituberculous activity 
in mice by the method previously used, but none sur- 
passed compound No. 3,300 (see Abstract 398) and its 
close relatives. P. D’Arcy Hart 
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400. Sulphur Therapy of Tuberculosis. (Contribucién 
a la sulfoterapia antituberculosa) 

L. N. pe Castro. Revista Clinica Espafiola (Rev. clin. 
esp.) 29, 169-180, May 15, 1948. 22 figs., 16 refs. 


After a brief survey of the various chemical compounds 
used in the treatment of. pulmonary tuberculosis, the 
author considers that the double thiosulphate of gold and 
sodium is the only one that has stood the test of time. 
This is considered to be due more to the action of the 
sulphur ion than to the gold. The author believes that 
sulphur is superior to streptomycin in the exudative 
forms of the disease. It is a well known detoxicating 
and reducing agent; probably the therapeutic action 
depends on its reducing properties. In the organism 
infected by tuberculosis the reducing properties of the 
internal milieu are enhanced as one of the prime defences. 

The author has worked with a sulphur compound 
known as “tri-om” (40% sulphur weakly oxidized), 
and reports on 51 cases of pulmonary tuberculosis treated 
with the drug. The types of disease are classified in 
groups as follows: (I) infiltrative forms, exudative 
episodes in non-cavitary tuberculosis, and acino-nodular 
types, 33 cases; (II) pleurisy with effusion, 3 cases; 
(III) fibrosis and fibro-caseous disease with discrete 
cavitation, 11 cases; (IV) caseous pneumonia, 3 cases. 
Favourable results were obtained in 27 cases of group I, 
3 cases of group II, 4 cases of group III, and 1 case of 
group IV. Full reports of 10 cases are given with 
illustrative radiographs. Tri-om was given by subcutane- 
ous injection daily for 30 consecutive doses. A rest 
period of 10 days was followed by a similar or shorter 
course (20 injections). Favourable effects were noted 
in the sputum (sputum conversion), erythrocyte sedi- 
mentation rate, temperature, and weight-charts. Radio- 
graphs showed marked clearing of the diseased areas. 
The most interesting fact appears to be the rapidity with 
which the above changes took place, in some cases in a 
period of 4 to 8 weeks. J. J. Giraldi 


401. Pulmonary Tuberculosis Treated with p-Amino- 
salicylic Acid. Early Results in 6 Cases 

A. Erper and W. E. Lancet [Lancet] 1, 791-793, 
May 22, 1948. 1 fig., 7 refs. 


The authors gave para-aminosalicylic acid (PAS) 
by mouth to 5 patients for 60 days and to 1 patient for 
4 weeks. Each patient received 12 g. daily in divided 
doses 3-hourly, 1 night dose being omitted. All the 
patients were men, and most had acute disease with 
toxaemia. The authors noted considerable improvement 
in the general condition and a lessening of the toxaemia 
(often within 3 days), a pronounced gain in weight, a 
reduction in the average level and swing of the tem- 
perature, a decrease in the sputum in the number 
of bacilli, which became granular and tended to 
clump together, and a moderate leucocytosis. 
toxic reactions were observed. A blood level of 2 to 
5 mg. per 100 ml. was attained, and the concentration 
in the urine was high (500 mg. per 100 ml.). Erdei 
believes his results indicate that PAS has a direct 
bacteriostatic effect upon the bacilli, an antipyretic action, 
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and a “direct pharmacological action on the host”, 
He considers that a daily dose of 12 g. is too low and 
recommends increasing it to 20 g. Vitamin-B complex 
should be given as well. 

In the commentary by Snell it is pointed out that 
there is no guarantee that the striking clinical improve. 
ment will be maintained once the drug is withdrawn, but 
that the results were encouraging enough to warrant an 
intensive well-controlled trial. N. Lloyd Rusby 


See also Section Hygiene, Abstracts 1-3. 


402. Comparative Study of Tuberculostatic Properties 
of Ethyl Morrhuate in Alcoholic and in Aqueous Solution, 
(Etude comparée du pouvoir tuberculostatique du 
morrhuate d’éthyle en solution alcoolique et en solution 
aqueuse) 

J. SoLomipés. Comptes Rendus des Séances de la Société 
de Biologie [C.R. Soc. Biol., Paris] 142, 759-760, June, 
1948. 2 refs. 


Continuing previous work on the in vitro tuberculo- 
static power of fatty acids of cod-liver oil (see- Abstracts of 
World Medicine, 1948, 3, 551), the author finds that ethyl 
morrhuate in alcoholic solution inhibits, under given 
conditions, Mycobacterium tuberculosis in Dubos medium 
at a dilution of 1 in 3,000. When the ester is dissolved 
in water with the aid of either of the fatty acid-containing 
detergents, “‘ emulsor 0” or “ tween 80”, the inhibitory 
dilution is raised to 1 in 40,000 (this rise is not accounted 
for by the bacteriostatic activity of these detergents). 
Possible reasons for this increase in bacteriostatic power 
are briefly suggested. P. D’Arcy Hart 


403. Absorption of Bacteriostatic Quantities of Fatty 
Acid from Media by Large Inocula of Tubercle Bacilli 
B. D. Davis. Public Health Reports [Publ. Hith Rep., 
Wash.} 63, 455-459, April 2, 1948. 12 refs. 


It has long been known that large inocula of tubercle 
bacilli can grow in various synthetic media which fail to 
support initiation of growth by smaller inocula. The 
generally accepted explanation of this has been that the 
large inocula contribute unknown growth factors to the 
media. In search for these metabolites the author studied 
the growth of Mycobacterium tuberculosis (strain H 37 
Rv) in Dubos medium, and in filtrates of the medium 
which had already supported growth of the organism. 
This medium usually contains “‘ tween 80”, a water- 
soluble ester of oleic acid which permits more rapid and 
dispersed growth, and serum albumin which encourages 
growth of small inocula. 

It was observed that after tubercle bacilli had grown in 
the tween medium without albumin for 3 to 7 days, the 
filtrate permitted initiation of growth by inocula to 
as large as the minimal effective inocula in control media. 
On the other hand, in the tween—albumin medium, which 
is much more receptive to small inocula, no difference in 
growth in filtrate and control medium was perceptible. 
It had previously been shown (Davis and Dubos, J. 
exp. Med., 1947, 86, 215) that tween contained sufficient 
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free oleic acid to make the medium bacteriostatic to 
small inocula of human tubercle bacilli, and that the 
albumin, in this case, acted as a protective growth factor 
by binding the fatty acid. It therefore appeared possible 
that the present findings might be due to an ability on 
the part of large inocula of tubercle bacilli to remove 
oleic acid in amounts which would inhibit the growth of 
small inocula. Naturally, such an effect would not be 
perceptible in media in which albumin was present and 
exerting its protective action. This possibility was con- 
firmed by experiments in which large inocula of tubercle 
bacilli were grown in albumin-free medium, to which 
oleic acid in concentrations inhibitory to small inocula 
had been added. Filtrates of these media, obtained 
after growth, then supported initiation of growth by small 
inocula. When the oleic acid was added after filtration, 
however, the behaviour of the filtrates was identical with 
that of control media. 

The author suggests that,-although these results were 
obtained with media containing added oleic acid and 
tween 80, fatty acids are such ubiquitous’ contaminants 
and tubercle bacilli so extraordinarily sensitive to them 
that this absorption of fatty acid may be the major cause 
of the usual difference in behaviour of large and small 
inocula of tubercle bacilli in synthetic media. 

T. D. M. Martin 


404. Influence of Dietary Lipids on Experimental 
Tuberculosis 

L. W. HepGecock. Proceedings of the Society for 
Experimental Biology and~ Medicine [Proc. Soc. exp. 
Biol., N. Y.] 68, 106-110, May, 1948. 10 refs. 


The author investigated the effects on experimental 
tuberculosis in mice of changing body fat by administer- 
ing various lipids. The mice were Swiss albino males, 
90 days old; the lipids were oleic acid, olive oil, linseed 
oil, and total fatty acids of coconut oil, and each was 
mixed in 20% concentration with a fat-free casein- 
supplemented ration, the latter being given alone to a 
control group. After 10 days the groups on each lipid 
diet and the controls on the non-lipid ration (after a 
few animals had been taken from each group to serve as 
dietary controls and for analyses of saponification and 
iodine values of body fat) were infected intravenously 
with 0-5 mg. of a laboratory strain of Mycobacterium 
tuberculosis. All survivors at 37 days were killed and 
the experiment terminated. The body fat analyses after 
10 days of the diets indicated changes in the direction 
of the particular lipids administered—namely, towards 
short-chain saturated acids in the case of animals given 
coconut-oil total fatty acids, and towards unsaturated 
acids in those given olive-oil, oleic-acid, and linseed-oil 
rations; in the controls on the non-lipid ration the body 
fat’s composition was ascribable to syntheses from the 
carbohydrate in the diet. The mortality, weight loss, 
and degree of involvement of the lungs, liver, and spleen 
were minimal in the controls on the non-lipid diets, and 
also in the mice given the coconut-oil fatty acid ration; 
in animals receiving the other lipid rations all these 
manifestations of disease progression were significantly 
greater than in the controls on the non-lipid ration, the 


117 


most extensive lung involvement being observed in ani- 
mals on the linseed-oil fation. The weight losses in these 
groups contrasted with the absence of such loss in the 
non-infected controls. The effects of olive oil in reduc- 
ing resistance were considered to be due to the oleic 
acid, and those of linseed oil to the linoleic acid. The 
author concludes that changes in the body fat of mice, 
brought about by changing the type of fatty acids in 
their diet, can alter their susceptibility to experimental 
tuberculosis. 
[Although striking differences in susceptibility were 
found between mice fed on the rations containing oleic 
acid, olive oil, and linseed oil, on the one hand, and those 
fed on the coconut-oil fatty acid and non-lipid rations 
on the other, it is difficult to infer whether the differences 
in saturation of the fatty acids or in their carbon chain 
lengths, or in both, were responsible.] P. D’Arcy Hart 


405. Pneumopericardium, a Rare Complication of Artifi- 
cial Pneumothorax. (Le pneumo-péricarde, complica- 
tion rare au cours de la pratique du pneumothorax 
thérapeutique) 

J. P. Nico, J. LAcoRNE, and R. CoursauLt. Revue de la 
Tuberculose [Rev. Tuberc., Paris] 12, 48-65, 1948. 7 figs., 
14 refs. 


Two personal cases of pneumopericardium are 
described, together with 6 others from the literature. 
The onset may be sudden, with acute retrosternal oppres- 
sion, but more commonly it is insidious, with no symp- 
toms at all or merely with palpitations or other minor 
discomfort. Cardiac function seems to be unaffected and 
only minor changes have been found in the electro- 
cardiogram. The condition has been observed immedi- 
ately after induction of a pneumothorax, during its 
maintenance, or even, in one case, after it had been 
abandoned. In 6 out of 8 cases the pneumothorax was 
on the left and in all except one the mean pneumothorax 
pressure was negative both before and after air had been 
introduced. In one of the authors’ cases the pericardial 
pressure was also found to be negative. The charac- 
teristic physical sign is a churning sound, which has been 
compared to that of a water-mill, and which may even 
be audible some distance from the patient. It is not, 
however, always present. - The radiograph is diagnostic, 
the heart shadow being surrounded by a translucent area 
bounded laterally by an opaque convex line representing 
the pericardium; occasionally the translucency is seen 
only to the left of the heart. Under the x-ray screen the 
heart action is seen to be bounding in nature and may 
create a wave in the small quantity of pericardial fluid 
which is usually present. In different cases the pneumo- 
pericardium has lasted for between a few days and several 
months and, apart from one recorded death, probably 
associated with a valvular opening between the pleural 
and pericardial sacs, the course has always been benign. 
The authors however, recommend that, if the pneumo- 
pericardium persists, the artificial pneumothorax should 
be abandoned as early as seems consistent with satis- 
factory control of the lung lesion... As no detailed post- 
mortem examination has been made the pathogenesis of 
the condition remains in doubt. John Crofton 
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406. Bilateral Active Pulmonary Tuberculosis Treated 
with Artificial Pneumothorax and Thoracoplasty. A 
Review of 29 Cases 

G. P. MAHER-LOUGHNAN. Tubercle [Tubercle, Lond.} 
29, 101-106, May, 1948. 5 refs. 


Of the 29 cases reported here of active bilateral respira- 
tory tuberculosis treated by artificial pneumothorax and 
thoracoplasty 14 have become sputum-negative. There 
have been no positive findings in sputum or swab culture 
in 3 of these cases for 5 or more years, in 7 cases for 2 to 
5 years, in 3 for 1 or 2 years, and in 1 for 1 year. Twelve 
of these patients are capable of full-time work, and 2 are 
considered likely to be able to resume work in the near 
future. In 10 of the 29 cases under review the sputum 
has remained positive, but 4 of the patients are at present 
working; 5 of these 10 cases appear to be progressing 
satisfactorily and 5 are deteriorating. The remaining 
5 patients in the series have died. 

Reference is made to series of similar cases treated by 
the same procedures at other centres, in which the results 
are comparable with those in the present series. Extreme 
care in managing the artificial pneumothoraces during the 
thoracoplasty is necessary because, mechanically, simple 
mediastinal shift away from the thoracoplasty might so 
alter the shape of the minimally-relaxed lung on the other 
side as to cause this to meet and adhere to the chest wall. 
During later post-operative care the management of the 
artificial pneumothorax becomes an important problem, 
particularly as 3 out of the 7 relapses and 2 out of the 
5 deaths resulted directly from the premature and 
voluntary abandonment of the controlling pneumothorax. 
From the experience of the cases treated it is considered 
that it is better to extend the period of maintenance of 
pneumothorax to the limit, balancing the risk of a 
permanent pneumothorax against that of an irretrievable 
condition and a fatal relapse. 

{It is a little difficult to gather from the paper the 
clinical condition of the patients before collapse therapy 
was started, and it would have been useful to know 
the duration of institutional treatment. Usually these 
patients are in a precarious state and the prognosis 
is poor, so it is no mean achievement to have established 
a state of quiescence in nearly 50% of the total number 
treated.] Frederick Heaf 


407. The Fate of the Tuberculous Cavity 
B. MANN. Tubercle [Tubercle, Lond.] 29, 131-135, 
June, 1948. 8 refs. 


In this survey the fate of 1,233 sputum-positive cases of 
tuberculosis notified in No. 5 area of the West Riding of 
Yorkshire during the period 1928-42 has been investi- 
gated. Itis an unselected group. There were 659 males 
and 574 females, distributed in age groups as follows: 
from 10 to 19, 189; 20 to 29, 410; 30 to 39, 282; 40 to 49, 
187; 50 to 59, 165. After separating those lost sight of, 
transferred, and dead, both a “ recovered ” and a “ sur- 
vived ” series were investigated. A complete survivor- 
ship table was then constructed on the basis of 1,000 
“ theoretical cases’ for triennial periods. The results 
are expressed graphically. They show that there has 


been a statistically significant increase in the short-term 
expectation of life of the sputum-positive patient (3, 5, 
and to a lesser degree 8 years) which the author attributes 
amongst other factors to more satisfactory methods of 
general hygiene, the advent of collapse therapy, and the 
increased care and supervision of the infective patient, 
The evidence as to the 10-year survival of the patient with 
** open ” tuberculosis is regarded as still equivocal and a 
plea is entered for a minimum 10-year follow-up before 
the beneficial effects of any specific line of therapy are 
published. S. Roodhouse Gloyne 


See also Section Radiology, Abstract 120. 


408. Pain as an Initial Symptom of Pulmonary Tuber- 
culosis. (Le début douloureux de la_ tuberculose 
pulmonaire) 

M. Bariéty and R. Lesospre. Revue de la Tuberculose 
[Rev. Tuberc., Paris] 12, 6-27, 1948. 3 refs. 


Among 3,711 admissions to the tuberculosis wards of 
the Hétel Dieu 249 patients complained of pain, either as 
an initial symptom, or during a relapse or contralateral 
spread. It was estimated that pain was among the early 
symptoms in 10% of cases of pulmonary tuberculosis and 
was prominent in 2%. Of 100 cases in which it was one of 
the early symptoms, in 20 it was the sole symptom, in 52 
it was prominent, and in the remaining 28 it was inci- 
dental. In 11 cases the pain was thought to coincide with 
the actual development of the lesion. The intensity and 
duration varied. It was usually localized to a limited 
area, which might be tender and which was commonly 
on the same side as the lesion, though not necessarily 
closely related to it anatomically. 

Induction of artificial pneumothorax was attempted in 
67 out of 100 cases and was successful in 50. In 6 of 
these there were no adhesions and this was thought to 
demonstrate that the pain was not in all cases pleural 
in origin, but might be referred from the bronchi or lung 
parenchyma. John Crofton 


409. On the Pathogenity [sic] and Changeability of 


Strains of Mycobacterium tuberculosis. [In English] 
E. Larmoia. Acta Tuberculosea Scandinavica [Acta 
tuberc. scand.] 21, 292-322, 1947. 23 figs., 11 refs. 


Ten strains were studied, five being derived from the 
sewage effluent from a sanatorium and four from the 
sputa of patients in the earliest stages of pulmonary 
tuberculosis. The remaining strain, isolated from the 
sputum of a patient with suspected pulmonary tuberculo- 
sis, turned out to be an acid-fast saprophyte resembling 
Mycobacterium tuberculosis in its morphology and mode 
of growth. 

The nine strains of Myco. tuberculosis were cultured for 
periods of from 1 to 4 years. Subcultures on Loewen- 
stein’s medium were carried out every few months. At 
the time of subculture films were made and morphology 


studied, and at the same time a suspension from the | 


culture was injected into a guinea-pig. In some cases the 
strain was passaged through a number of guinea-pigs. 
All nine strains were pathogenic for guinea-pigs on first 
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jsolation, but in all save one the degree of pathogenicity 
was abnormally low. Under these conditions of pro- 


longed cultivation all nine strains showed a gradual” 


decrease of pathogenicity to the test-animal. Loss of 
pathogenicity was, in some cases, accompanied by 
changes in mode of growth, staining reactions, and 
morphological characteristics. A strain, the patho- 
genicity of which was declining, usually revealed an 
increase in pathogenicity when isolated from a test- 
animal, but two strains (derived from sewage) did not 
* retain their pathogenicity even under these circumstances. 
T. D. M. Martin 
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410. Changes in the Blood Concentrations of Lipids and 
Proteins in Leptospirosis Icterohaemorrhagica. (Modi- 
fications lipido-protidiques dans la spirochétose ictéro- 
hémorragique) 

G. Depray, F. PerRGoLa, and G. ROBERT-BENNON. 
Paris Médical [Paris méd.] 38, 132-134, March 13, 1948. 
1 ref. 


The blocd levels of lipids and cholesterol in 7 cases of 
Weil’s disease (1 fatal, 3 severe, 3 mild) were studied. 
The lipids estimated were the unsaturated fatty acids and 
cholesterol. These run parallel to, but are not identical 
with, the total lipids; the normal figures are: total, 
10 units; cholesterol 1-5 g. per litre. In 5 cases the 
cholesterol values remained within normal limits through- 
out the course of the disease, whereas the total lipids 
increased to 17:5 to 25 units. In the fatal case the total 
increased during the early stages but fell below normal 
before death. In the seventh, a severe case, both con- 
centrations were low. The authors conclude that, while 
these results confirm in the main the findings of Nicaud, 
Laudat, and Gerbeaux (Bull. Soc. méd. Hép. Paris, 1936, 
52, 1631), the blood-lipid concentration cannot be used as 
a prognostic criterion, as suggested by the latter workers. 

J. C. Broom 
411. Leptospirosis Type Mitis. (Leptospirosis Typ 
Mitis) 
O. GseELt and E. WIESMANN. Schweizerische Medizi- 
zinische Wochenschrift [Schweiz. med. Wschr.] 8, 
503-506, May 29, 1948. 7 refs. 


A report is given of 7 cases of human infection caused 
by Leptospira mitis, discovered in 1940 by Johnson in 
Australia. The infection by L. mitis shows the typical 
picture of benign leptospirosis; these cases, however, 
were constantly accompanied by a serous meningitis with 
high fever. Clinically the picture is indistinguishable 
from leptospirosis pomona in its occupational relation- 
ship and mode of infection, the two forming the entity 
called maladie des porchers (swineherd’s disease). The 
high cell count and protein value in the cerebrospinal 
fluid as well as an equally high specific agglutination titre 
during the second week are most noticeable. The 
patients were all young men who were by virtue of their 
Occupation in almost continuous contact with pigs. 
The blood of 2 swineherds contained specific L. mitis 
agglutinins, while similar tests on cows, horses, and a 
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mouse from the same stables were negative. Sera from 
healthy pigs in slaughter-houses showed in 70% of cases 
positive agglutination reactions to leptospira; the 
pomona type was three times more frequent than L. mitis. 
Leptospira mitis is a definite entity causing disease in 
human subjects not only in Australia but also in Europe. 
The prognosis in this condition is good, and, except for 
transient pareses and the possibility of a rather pro- 
tracted serous meningitis, the patients ultimately recover. 
The treatment is symptomatic, with lumbar puncture 
for raised intracranial pressure. Penicillin, administered 
early in the disease, may shorten the duration of the ill- 
ness. Harold Jarvis 


412. Swineherd’s Disease in Indonesia. 
des porchers ”’ in Niederlandisch-Indien) 
W. A. CoLuieR. Schweizerische Medizinische Wochen- 
schrift [Schweiz. med. Wschr.| 78, 508-509, May 29, 
1948. 6 refs. 


Leptospira strains, all of L. pomona, could be cultured 
from the kidneys of 6 out of 104 healthy swine in the 
neighbourhood of Batavia. Sixty-four sera from the 
same herds were tested by the agglutination-lysis method 
for 16 different strains. In 46% the reaction was positive 
with L. pomona and in 6% with L. icterohaemorrhagiae; 
28 sera were entirely negative. Of 25 persons engaged in 
tending swine 13 showed a positive serum reaction with 
L. pomona (titre 1 in 100 to 1 in 1,000). As these persons 
had no history of illness, it is assumed that swineherd’s 
disease may run a more or less asymptomatic course in 
Indonesia. Leptospira strains were also cultured from 
the kidneys of 5 out of 152 street-dogs, L. bataviae four 
times and L. pomona once, so that it appears that the dog 
may also act as a carrier of these leptospira species and 
transmit them from swine to man. _J. Gsell 


Maladie 


MALARIA 


413. Presumptive Malarial Pneumonia 

R. HEILIG and G. C. SHARMA. Indian Medical Gazette 
[Indian med. Gaz.] 83, 116-123, March, 1948. 15 figs., 
12 refs. 


The authors report 5 cases of pulmonary consolida- 
tion, clinically and radiologically indistinguishable from 
pneumococcal lobar pneumonia, which failed to respond 
to sulphonamides or penicillin, but which cleared up 
rapidly after antimalarial therapy. Benign-tertian rings 
were found in 2 of the cases; there was slight or moderate 
enlargement of the spleen in all cases, and all gave a 
positive reaction to the malaria flocculation test. These 
cases occurred in the pneumonia and not in the malaria 
season, and it is suggested that, although the pneumococci 
are affected by chemotherapy, resolution of the consolida- 
tion is prevented in some way by the coexisting malarial 
infection. When this is eradicated, resolution proceeds 
normally. These cases of malarial pneumonia are to be 
differentiated from those in which malaria and pneumonia 
exist concurrently and which respond to sulphonamides 
and penicillin, but not to antimalarial therapy. ; 

[More convincing evidence in support of the authors’ 
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hypothesis is required than that presented in this paper. 
The dosage of sulphonamides used—3 or 4 g. daily— 
seems unduly small. There are no details of the bac- 
teriology of the sputum and therefore no proof that 
the pneumonias were pneumococcal; nor with positive 
blood films in 2 cases only can it be regarded as proven 
that malaria was present. It is not improbable that the 
marked improvement attributed to antimalarial therapy 
was coincidental with a normal pneumonic crisis.] 
J. L. Markson 


414. The Pre-erythrocytic Development of Plas- 
modium cynomolgi and Plasmodium vivax 

H. E. SHortrt and P. C. C. GARNHAM. Transactions of 
the Royal Society of Tropical Medicine and Hygiene 
(Trans. R. Soc. trop. Med. Hyg.] 4, 785-795, May, 1948. 
12 figs., 20 refs. 


The authors describe the pre-erythrocytic forms of 
Plasmodium cynomolgi in the liver of monkeys and of 
P. vivax in the human liver; accounts of the experi- 
ments on rhesus monkeys and on a volunteer which led 
to the discovery of these forms have been published 
recently (Nature, 1948, 161, 126; Trans. R. Soc. trop. 
Med. Hyg., 1948, 41, 705; Brit. med. J., 1948, 1, 192 and 
547). Infection was obtained from the bites of infective 
mosquitoes (Anopheles maculipennis atroparvus) and by 
injection of the sporozoites of the mosquitoes’ salivary 
glands; the liver and many other tissues were then 
examined by biopsy and at post mortem, smears and 
sections being prepared and emulsions of tissue sub- 
inoculated into monkeys. 

Plasmodium cynomolgi. The pre-erythrocytic forms, 
found only in the liver, were first visible on the fifth day 
after infection; they were ovoid, about 10-5 y in dia- 
meter, situated within the parenchyma cells, and repre- 
sented an early stage of schizogony with about 50 frag- 
ments of chromatin. On the sixth day they were larger 
(18 4) and had 100 or more pieces of chromatin. On the 
seventh day they were again larger (31 yz) with oval or 
lobate outline and contained one or more vacuoles; 
the protoplasm showed some differentiation as more 
deeply stained areas and the chromatin fragments num- 
bered 800 to 1,000. On the eighth day there was little 
change, but on the ninth day they were larger (up to 
45 x) and showed well-formed merozoites. On the 
tenth day there were also ruptured parasites with mero- 
zoites mostly closely packed but some (1-13 yz in diameter) 
infiltrating the surrounding tissue; phagocytes, generally 
monocytoid, invaded the parasite and engulfed many 
merozoites, but most of the merozoites presumably 
entered the erythrocytes, producing a blood infection. A 
later stage showed no merozoites but only the cellular 
infiltration. 


Plasmodium vivax. The volunteer was infected on- 


two successive days and biopsy of the liver was performed 
on the seventh day after the first infecting feed of the 
mosquitoes, so pre-erythrocytic forms then present 
would represent 6 and 7 days of development. The 
earliest forms were similar to those of P. cynomolgi of 
the seventh day but were larger (42 1) and they had about 
800 chromatin fragments. Another stage was seen in a 
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single parasite with escaping merozoites, probably a 
nearly mature schizont mechanically ruptured. 


The appearances of both species are clearly shown jp . 


coloured plates. The authors discuss some interesting 
questions arising from their work. Their volunteer had 
no definite clinical attack of malaria and no parasites 
were found in his blood; this is attributed to immunity 
resulting from malaria therapy by blood inoculation of 
the homologous strain of P. vivax given 224 months 
previously. Another question is ‘“* What happens to the 
parasite in the first 4 days of the infections?” A third 
question is’ whether the exoerythrocytic phase ends with 
the establishment of blood infection or whether it con- 
tinues in the liver and causes relapses. The pre-erythro- 
cytic forms, unlike those of avian malaria to birds, are 
not infective to other monkeys. The recent advances in 
knowledge of avian and mammalian malaria will make a 
reconsideration of the classification of this group of 
protozoa desirable. 

The authors also describe their technique of keeping 
mosquitoes and infecting monkeys and man; they found 
that tissues fixed in Carnoy’s fluid [absolute alcohol, 
chloroform, and acetic acid] and stained with Giemsa’s 
stain (see Shortt and Cooper, Trans. R. Scc. trop. Med. 
Hyg., 1948, 41, 427) gave by far the best preparations. 

J. F. Corson 


415. Demonstration of a Persisting Exo-erythrocytic 
Cycle in Plasmodium cynomolgi and its Bearing on the 
Production of Relapses 

H. E. SHortrt and P. C. C. GARNHAM. British Medical 
Journal [Brit. med. J.] 1, — 1228, June 26, 1948. 2 
figs., 8 refs. 


Two extra-erythrocytic schizonts of Plasmodium 
cynomolgi were found on examination of a piece of liver 
tissue from a monkey (Macaca mulatta) 34 months after 
a sporozite-induced infection. These schizonts were 
morphologically similar to those described by the 
authors as occurring in the pre-erythrocytic development 
of P. cynomolgi and were comparable in size to parasites 
between the fifth and sixth days, and to those of 
the eighth day of pre-erythrocytic development. The 
monkey had a typical malarial relapse on the day after 
operation. _ These facts suggest that the schizonts which 
were demonstrated were persistent pre-erythrocytic 
forms and were the source of the parasites causing the 
relapse. It is a reasonable assumption that it is the 
persistence of pre-erythrocytic forms which is responsible 
for the production of relapses in P. cynomolgi malaria, 
and in view of the close similarity in erythrocytic and 
extra-erythrocytic stages between P. cynomolgi and P. 
vivax it is probable that this assumption is applicable to 
the latter parasite. J. L. Markson 


416. A Field Trial of Chloroquine (SN 7618) as a 
Suppressive Against Malaria in the Philippines 
J. MAIER. American Journal of Tropical Medicine [Amer. 


J. trop. Med.) 28, 407-412, May, 1948. 1 ref. 


Between August and December, 1945, chloroquine was 
given to two companies of American soldiers stationed 


in the Philippine Islands to test its efficacy in suppressing 
malaria. The experiment was interfered with by 
demobilization of the troops, and it happened that there 
was very little transmission of malaria in the region during 
the period, although 2 months of the dry (malarious) 
season were included. The author gives the following 
summary. “ In view of the absence of malaria transmis- 
sion in the study area, no direct information was obtained 
as to the efficacy of chloroquine in suppressing malaria. 
Indirect evidence indicates that chloroquine (0-3 g. free 


* base once weekly) is at least as effective in suppressing 


relapses of vivax malaria as a daily 0-1-g. dose of quina- 
crine [mepacrine]. Approximately 350 men _ took 
chloroquine (0-3 g. free base once weekly) for varying 
lengths of time up to 20 weeks. Three men were forced 
to discontinue the drug because of gastro-intestinal 
reactions. Four men had mild gastro-intestinal reactions 
which did not necessitate stopping the drug. No ocular 
symptoms were noted.” J. F. Corson 


417. A Study of the Prophylactic Effectiveness of Several 
8-Aminoquinolines in Sporozoite-induced vivax Malaria 
(Chesson Strain) 

R. Jones, B. Craice, A. S. ALvinGc, C. M. WHORTON, 
T. N. PULLMAN, and L. EICHELBERGER. Journal of 
Clinical Investigation [J. clin. Invest.] 27, Symposium on 
Malaria, 6-11, May, 1948. 16 refs. 


The prophylactic effect was studied in sporozoite- 
induced vivax malaria (Chesson strain) of pamaquin, 
SN-11,191, SN-1,452, and SN-13,276 (pentaquine), all 
of which are 6-methoxy-8-aminoquinolines. The drugs 
were given on the day before inoculation, the day of 
inoculation, and for 6 days thereafter. The daily dose 
of pamaquin was 90 mg.; of SN-1,452, 240 mg.; of 
SN-11,191, 90 mg.; and of pentaquine, 120 and 180 mg. 
This dosage approximated to the maximum amount 
tolerated. The daily dose was given in divided quan- 
tities at 4-hourly intervals. Plasma concentrations 
were determined by a modification of the method of 
Brodie, Udenfriend, and Taggart (Fed. Proc., 1946, 
5, 125). Over a 20-month observation period, pama- 
quin protected 2 out of 5 subjects, SN-1,452 protected 
2 out of 3, and SN-11,191 protected 2 out of 3. During 
9 to 11 months, pentaquine in doses of 120 mg. 
daily protected 4 out of 5 subjects, and all of 5 subjects 
receiving 180 mg. daily were protected during 9 months. 
There is thus evidence that these 8-aminoquinolines may 
act as true prophylactics. No correlation was observed 
between the prophylactic effect and plasma levels. The 
6 subjects who developed primary attacks despite prophy- 
lactic treatment were given a therapeutic course of drugs 
ordinarily ineffective in preventing relapse. Four of 
these were apparently cured, a finding which suggests 
that the parasites were so altered by the 8-aminoquino- 
lines that they became unusually susceptible to further 
therapy. Toxic manifestations were frequent and were 
similar to those commonly found with pamaquin. It is 
concluded that, in the dosage used, the high toxicity and 
the rapid disappearance from the plasma preclude the 
general use of these drugs as prophylactics. 

J. L. Markson 
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418. The Toxicity of Large Doses of Pentaquine 
(SN-13,276), a new Antimalarial Drug 

B. Craice, L. EICHELBERGER, R. Jones, A. S. ALVING, 
T. N. PULLMAN, and C. M. Wuorton. Journal of 
Clinical Investigation [J. clin. Invest.] 27, Symposium on 
Malaria, 17-24, May, 1948. 4 figs., 15 refs. 


The toxicity of SN-13,276 (pentaquine) was studied in 
a group of 20 volunteers (the dosages recorded are in 
terms of base weight); 120 mg. was given daily for 14 
days to 10 patients suffering from acute clinical malaria, 
and 2 g. quinine was given concurrently to 5 of these 
patients. Five patients received 120 mg. daily for 8 days 
without quinine, and were bitten by infected mosquitoes 
on the second day of drug administration, and a further 
5 patients were given 180 mg. daily alone and similarly 
inoculated. The dosage used was greatly in excess of 
the therapeutic dose. The patients were investigated 
clinically and biochemically. Most of the patients 
developed epigastric or praecordial pain, anorexia, 
nausea, vomiting, headache, methaemoglobinaemia, and 
a gradual loss in total haemoglobin. Cyanosis occurred 
when methaemoglobinaemia exceeded 6 or 7%. -Diminu- 
tion in height of the T waves was observed in electro- 
cardiograms. The toxic manifestations were thus 
similar to those produced by pamaquin and were for the 
most part transient. Three subjects on 120 mg. daily 
without quinine developed persistent postural hypo- 
tension with syncope, which was not prevented by 
adrenaline. These patients had abnormally low venous 
tone, as measured by a plethysmograph, and a well- 
marked diminution in arterial and venous oxygen 
content. This anoxia is considered to be the result of 
changes in the peripheral circulatory bed, of which the 
loss of venous tone is indicative. These circulatory 
abnormalities resemble those caused by sodium nitrite, 
but are more persistent and may be due to damage to the 
sympathetic centres in the central nervous system. 

J. L. Markson 


419. Pentaquine (SN-13,276), a Therapeutic Agent 
Effective in Reducing the Relapse Rate in vivax Malaria 
A. S. ALvING, B. CraiGce, R. Jones, C. M. WHORTON, 
T. N. PULLMAN, and L. EICHELBERGER. Journal of 
Clinical Investigation [J. clin. Invest.] 27, Symposium on 
Malaria, 25-33, May, 1948. 2 figs., 12 refs. 


A brief account is given of the antimalarial effect, 
pharmacology, and toxicity of pentaquine (SN-13,276) in 
experimental animals. Details are given of the results of © 
therapeutic trials in 82 human volunteers inoculated with 
the South-west Pacific(Chesson) strain of vivax malaria by 
infected mosquitoes, 75 cases treated by other suppressive 
drugs serving as controls. The drug was used in the 
form of the monophosphate salt which contains 75-5% 
base, and the doses quoted are in terms of the base. 
Pentaquine was used alone or concurrently with quinine 
2 g. daily, or with “ paludrine ”’ 1 g. daily, and the drugs 
were given orally 4-hourly for 14 days. Fever dis- 
appeared in 2 to 4 days, and parasitaemia in 3 to 6 days 
in cases treated with 30 and 60 mg. of pentaquine daily, 
results which were similar to those obtained with 
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quinine alone, or with quinine and pentaquine con- 
currently. As regards the effect on radical cure, the 
following are the main findings: 26 moderately infected 
patients were given 60 mg. daily and 4 others 30 to 45 mg., 
quinine being used concurrently in all 30 patients. Only 
1 patient relapsed, a relapse rate of 3% compared with a 
rate of 37% in controls treated with suppressive drugs. 
In severely infected cases, of 21 subjects treated with 30 
to 45 mg. pentaquine daily with or without quinine, 20 
relapsed (95%); with doses of 60 mg. daily, of 4 cases 
given pentaquine alone, 2 relapsed, the relapse rate being 
similar with the concurrent administration of paludrine; 
with the concurrent use of pentaquine (60 mg.) and quin- 
ine, the relapse rate was reduced from 98 to 18% (3 
relapses out of 17 subjects). In 4 subjects treated with 
60 mg. pentaquine and quinine, after extraordinarily 
heavy inocula, 100% relapsed. Thus, in daily doses of 
60 mg., pentaquine effectively reduces the relapse rate in 
vivax malaria in all but the severest infections, its effective- 
ness being enhanced by the concurrent administration of 
quinine. Lower dosage may suffice in partially immune 
patients. The toxicity was studied in 99 subjects given 
pentaquine alone or in combination with paludrine or 
quinine. Toxic symptoms were negligible with doses of 
15 to 45 mg. daily, but with 60 mg. daily toxic manifesta- 
tions were identical with those produced by higher doses 
of pamaquin, and necessitated withdrawal of the drug in 
no case. The toxicity of pentaquine was not increased 
by the concurrent administration of quinine. Plasma 
levels of pentaquine varied widely and could not be 
correlated with the therapeutic results. 

J. L. Markson . 


420. Comparison of Chloroquine, Quinacrine (Atabrine), 
and Quinine in the Treatment of Acute Attacks of Sporo- 
zoite-induced vivax Malaria (Chesson (Strain) 

T. N. Puttman, B. Craice, A. S. ALvinc, C. M. 
WuortTon, R. Jones, and L. EICHELBERGER. Journal of 
Clinical Investigation [J. clin. Invest.] 27, Symposium on 
Malaria, 46-50, May, 1948. 2 figs., 14 refs. 


By the bite of infected mosquitoes 39 volunteers were 
infected with south Pacific vivax malaria (Chesson). 
Eight received chloroquine, 0-4 g. of base initially, 2 
doses of 0-2 g: at 4-hourly intervals, and 0-2 g. daily 
for 1 week, a total of 2 g. base (3-2 g. diphosphate); 9 
received quinacrine (mepacrine) hydrochloride (80% 
base) 0-4 g. initially, 3 doses of 0-2 g. 4-hourly, and a 
daily dose of 0-4 g. for 1 week to a total of 3-4 g. Two 
groups received quinine: . group 1 consisted of 7 cases 
given a total of 11 to 12 g. base (13 to 15 g. hydrochloride) 
for 7 days, and group 2 consisted of 15 patients given 
21 to 23 g. of base over 14 days. Three-quarters of the 
patients treated with chloroquine had negative thick 
blood-smears 2 days after the start of treatment; with 
mepacrine and quinine, 3 and 4 days respectively were 
required. Duration of fever was also shorter in the 
chloroquine-treated patients. The relapse rate was the 
same with all 3 Yrugs, 90% or over. The latent period 


for 50% of patients after therapy with quinine, mepacrine, 
and chloroquine was 15, 34, and 60 days respectively. 
Details of plasma levels are given. The long period of 
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latency after chloroquine treatment was probably 
attributable partly to its slow rate of excretion and 
degradation, and partly to the very high and effective 
suppressive plasma levels which can be attained safely 
during therapy. J. L. Markson 


421. A Lichen-planus-like Eruption Occurring during the 
course of Chloroquine Administration 
B. Craice, C. M. WHoRTON, R. Jones, T. N. PULLMan, 


A. S. ALvinc, L. EICHELBERGER, and S. ROTHMan, . 


Journal of Clinical Investigation [J. clin. Invest.) 21, 
Symposium on Malaria, 56-59, May, 1948. 4 figs,, 
10 refs. 


Two cases of lichenoid skin eruptions occurred among 
30 volunteers who had received chloroquine [7-chloro-4- 
(4-diethylamino-l-methylbutylamino) quinoline] for 1 
year in a dose in excess of the malarial suppressive dose. 
These eruptions resembled those described complicating 
quinacrine (mepacrine) suppressive therapy. The erup- 
tions disappeared on withdrawal of the drug.’ After an 
interval of 3 months the drug was readministered for a 
6-month period with no untoward effects. Histological 
details are given. J. L. Markson 


422. Studies on the Chemotherapy of the Human 
Malarias. IX. Effect of Pamaquine on the Blood Cells 
of Man 

D. P. Earze, F. S. BiGeLow, C. G. Zusrop, and C. A. 
Kane. Journal of Clinical Investigation [J. clin. Invest.] 
27, Symposium on Malaria, 121-129, May, 1948. 1 fig., 
12 refs. 


The effect of pamaquin on the blood cells was studied 
in patients suffering or convalescing from vivax or falci- 
parum malaria. The main toxic effects noted were the 
development of methaemoglobinaemia, acute haemo- 
lytic anaemia, and neutrophilic granulocytopenia. 
Methaemoglobinaemia reached its maximum on the 
fifth or sixth day of treatment and was proportional to 
the daily dose of pamaquin. Concurrent administration 
of quinacrine (mepacrine) potentiated this effect. Seven 
out of 157 patients given pamaquin in repeated doses for 
2 to 14 days developed haemolytic anaemia, symptoms 
starting on the third to fifth day of dosage. Five of 
these patients were negroes, 1 was Chinese, and 1 was 
white. No significant relation could be found between 
the incidence of haemolytic anaemia and malarial 
infection, or the degree of methaemoglobinaemia, or the 
plasma pamaquin levels. In a number of malarial 
patients selected for investigation, determination of 
isoagglutinins, isohaemolysins, cold agglutinins, auto- 
agglutinins, and red cell fragility to saline and mechanical 
trauma failed to establish any relation to the development 
of haemolytic anaemia. It is suggested that pamaquin 
or one of its metabolic products acts as a precipitating 
factor causing haemolysis in the presence of predisposing 
factors, of which race is one. Pamaquin in doses of 90 
mg. daily for 14 days caused a significant but symptom- 
less neutrophilic granulocytopenia, which was not 
observed on 30 mg. daily unless quinacrine (mepacrine) 
was also administered. 
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[Presumably sickle-cell disease was excluded as a 
cause Of haemolytic anaemia iti the negroes. It is 
conceivable that a sickling crisis could be precipitated 
by pamaquin.] J. L. Markson 


423. The Effect of Artificial Blood Meals. Containing 
the Hydroxynaphthoquinone M2279 on the Develop- 
mental Cycle of Plasmodium gallinaceum in Aédes 


aegypti 


*L. WHITMAN. Journal of Infectious Diseases [J. infect. 


Dis.] 82, 251-255, May-June, 1948. 3 refs. 


The drug used in the experiments, M 2,279 or 2-hydroxy- 
3-B-decalylpropyl-1,4 naphthoquinone [Clarke and 
Theiler, Abstracts of World Medicine, 1948, 4, 557], was 
dissolved in chicken plasma (10 mg. per 100 ml. usually) 
to which 10 to 20% by volume of chicken erythrocytes 
was added. This artificial blood meal was placed in 
depressions in a porcelain plate and covered with gold- 
beater’s skin (** fish skin ’’) through which the mosquitoes 
(Aédes aegypti) fed. Various experiments were carried. 
out to determine the action of the drug on different stages 
of development of Plasmodium gallinaceum in the 
mosquitoes. Preliminary tests showed that 50% of the 
drug imbibed by a mosquito was recoverable from it 
24 hours later and 25% after 48 hours. The results of 
the experiments are given in tables; when the drug was 
taken 48 hours before an infecting feed, fewer odcysts 
(and sporozoites) developed than in the controls, and a 
second dose 48 hours after the infecting feed further 
suppressed odcyst formation. No odcysts developed 
when the drug was taken mixed with heparinized infected 
blood, but when it was taken 4 to 7 days after the infect- 
ing feed—that is, when odcysts were present—it had no 
apparent effect on the development and infectivity of the 
sporozoites. When taken at the time of rupture of the 
odcysts—8 or 9 days after the infecting feed—the drug 
caused a reduction in the number of sporozoites as com- 
pared with the controls. Sporozoites that had already 
reached the salivary glands were unaffected, even by 
large doses of the drug. 

The author discusses the influence on the results of 
variability in the factors involved in the experiments. 

J. F. Corson 


424. The Inhibition of Malarial Relapses by Toxoid of 
Clostridium tetani 

E. Y. Garcia. Annals of the New York Academy of 
Sciences [Ann. N.Y. Acad. Sci.]. 50, 173-186, June 7, 
1948. 4 figs., 4 refs. 


A chance observation showed that the development of 
gas gangrene was effective in banishing Plasmodium 
vivax from the blood. In the Philippines the author 
undertook to determine whether tetanus toxoid had any 
action on malarial relapses. Two injections of 1 ml. of 
tetanus toxoid alone had no action in controlling an 
acute attack or in preventing relapses. It was found, 
however, that a combination of antimalarial treatment 
and tetanus toxoid had a remarkable affect in controlling 
relapses. Patients were first given an intramuscular 


injection of 0-1 g. mepacrine followed 4 hours later by 
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0-1 g. by mouth 3 times a day for 7 days. As an alterna- 
tive chloroquine 0-5 g. daily was given for 7 days. Of 
193 patients infected with P. vivax and given antimalarial 
treatment followed by two injections of 1 ml. of tetanus 
toxoid 15 relapsed after an average period of 315 days; 
of 40 patients given only the mepacrine or chloroquine 
36 relapsed in from 105 to 120 days. Of 61 patients with 
P. falciparum infections given antimalarials and tetanus 
toxoid none relapsed; of 25 given antimalarials alone 
21 relapsed in an average period of 105 to 120 days. 
Tetanus toxoid with mepacrine or chloroquine is thus 
believed to cure every case of falciparum malaria and 
90 to 95% of vivax infections. G. M. Findlay 


425. Secqnd and Supplementary Report on Field 
Experiments to Demonstrate Effectiveness of Various 
Methods of Malaria Control 

J.E. ELMeNporF. American Journal of Tropical Medicine 
[Amer. J. trop. Med.] 28, 425-436, May, 1948. 


This paper is the sequel to a preliminary report (Amer. 
J. trop. Med., 1947, 27, 135). Five towns called NC, L, 
S, RI, and P, situated in this order on a 15-mile Atlantic 
coastline in the “*‘ Tropical American zone’’, were used 
for comparative observations on methods of malaria 
control; NC was half a mile (0-8 km.) from L across a 
river while the other 4 towns were about 4 or 5 miles 
apart. [The figures for spleen and blood examinations 
indicate that the towns were very small and § is stated to 
have about 40 houses.] Preliminary spleen and blood 
surveys were made in April, August, and December, 
1945, and again in April, August, and December, 1946; 
control methods were begun in December, 1945, and were 
continued until December 1946. Meteorological obser- 
vations and entomological surveys were also carried out. 
The dry season extends from the latter part of December 
to the end of April. It was a hyperendemic area of 
malaria, Plasmodium falciparum, P. vivax, and P. malariae 
being present and transmitted chiefly by Anopheles 
albimanus. 

At L the houses were sprayed once only, in December, 
1945, with 5% DDT in kerosene, about 2 gallons (9 
litres) being used per house (300 to 400 mg. per 929 sq. 
cm.). At S the town and surrounding area for a radius 
of a mile were sprayed with 5% DDT in diesel oil by 
aeroplane; from December, 1945, to August, 1946, 
17,784 Ib. (1 Ib. =0-45 kg.) of DDT in 33,600 gallons of 
oil (1 gallon=4-5 litres) were sprayed in 21 journeys 
during 29 weeks, while from August to December, 1946, 
owing to aeroplane defects, only 2,800 Ib. in 6,400 gallons 
were sprayed. At P the inhabitants took chloroquine 
(SN 7,618) under supervision in weekly doses of 0-3 g. for 
adults and smaller doses for children aged 4 to 15 years. 
Town NC was an untreated control area until April, 1946, 
and afterwards the people took oxychloroquine (8137) in 
the same doses as at P. 

Treatment with chloroquine lowered the incidence of 
parasitaemia from 33-1, 38-3, and 67°6% in April, 
August, and December, 1945, to 6 (treated persons 1-9), 
9-5 (treated 1-1), and 2-1% in April, August, and Decem- 
ber, 1946; at the end of January, 1947, however, the 
incidence was 18-1%, which suggests a suppressive action 
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only of the drug. In the untreated comparison town, 
RI, the incidence remained high. After the spraying by 
aeroplane, mosquitoes and their larvae could scarcely be 
found, but the incidence of malaria showed no decrease 
until December, 1946, when it was one-seventh that of 
December, 1945; the method is expensive. The single 
treatment of the houses at L did not affect the para- 
sitaemia until 8 months later; in December, 1946, it was 
15-6% while in December, 1945, it was 92-1%; in the 
comparison town RI it was 57-6% in December, 1946. 
Oxychloroquine seemed to be as efficient as chloroquine 
but the trial was less precise in the former case. 

The author concludes that good control of malaria 
could be obtained by painting houses once a year with 
5% DDT in kerosene and combining this procedure 
with suppressive chloroquine therapy. J. F. Corson 


426. A Consideration of the Use of Blood and Oxygen 
as Supportive Therapy in the Treatment of Malaria 

R. H. RiGDON. American Journal of Clinical Pathology 
[Amer. J. clin. Path.] 18, 485-490, June, 1948. 3 figs., 
11 refs. 


Starting from the theory that anoxia, due to rapid 
destruction of red cells by plasmodia, is a significant 
factor in the pathology of malaria, experiments were con- 
ducted on monkeys infected with Plasmodium knowlesi. 
Evidence was forthcoming that in a chamber with an 
oxygen concentration of 50% symptoms were mitigated, 
and this was more marked when quinine was also given. 
With blood transfusion in addition (human blood type 
O) improvement was more marked. This confirmed 
existing opinion that administration of blood and 
oxygen constitutes a valuable supporting therapy espe- 
cially in fulminating malarial infections. Records are 
quoted of human cases of cerebral malaria treated in this 
way with the addition of nicotinic acid, 100 mg. 4-hourly, 
further to increase the cerebral circulation. 

Clement Chesterman 


TRYPANOSOMIASIS 


427. First Attempts at Treatment of Human Trypanoso- 
miasis by “ Pentamidine ’’ in French Equatorial Africa. 
(Premiers essais de traitement de la trypanosomiase 
humaine par la pentamidine en Afrique Equatoriale 
Frangaise) 

G. SALEUN and J. Cuassain. Bulletin de la Société de 
Pathologie Exotique {Bull. Soc. Path. exot.] 41, 89-104, 
1948. 


Supplies of ‘“ pentamidine’’ were not available in 
French Equatorial Africa until the latter half of 1945. 
In spite of the existence of a good deal of information 
from other colonies, this zone was considered as a new 
field and attempts were made to decide the best method 
for the general field use of pentamidine. Little- new 
knowledge emerged, but confirmation of its value in 
blood and lymph trypanosome infections was obtained, 
in that all the 546 patients treated remained trypanosome- 
free for periods up to 5 months. None developed signs 
or symptoms of nervous system infection. Among the 
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cases treated were some with blood infections resistant 
to “ moranyl”’ and arsenicals. Toxic effects are more 
apt to be serious in intravenous therapy, and the intra. 
muscular route is advocated for itinerant campaigns, 
Hypotension, nausea, headache, and transient albumin. 
uria were not uncommon, but jaundice was never seen, 
The optimum doses appeared to be 1-5 mg. per kilo body 
weight and a series of 8 injections on alternate days was 
repeated after a rest interval of 8 days. Further reports 
are promised on these cases and also on the use of 
pentamidine as a prophylactic. | Clement Chesterman 


428. Trials of Prophylactic Action of “ Pentamidine” 
Given by Mouth in Experimental Trypanosomiasis 
Equiperdum in the Rat. (Essais sur l’action préventive 
du diamidinodiphenoxypentane administré per os sur la 
trypanosomose expérimentale 4 Trypanosoma equiperdum 
du rat) 

L. Launoy and C. JEANPIERRE. Bulletin de la Société de 
Pathologie Exotique {Bull. Soc. Path. exot.] 41, 25-28, 
-1948. 8 refs.” 


- Thirty-six rats were given by stomach tube prophy- 
lactic doses of pentamidine, varying from 5 to 15 mg, 
per 100 g. Eight died from toxic effects of the drug. 
Eighteen were not protected against subsequent infection 
by inoculation of a million trypanosomes at varying 
intervals after ingestion of the drug. Ten rats (36% of 
the survivors) did, however, escape infection for up to 
some weeks, though not in all cases for long enough to 
exclude delayed infection. It is evident that protective 
action with oral doses is irregular and that doses ten times 
greater than those given by the parenteral route are 
needed. Clement Chesterman 


AMOEBIASIS 


429. The Importance of the Complement Fixation Test 
in Amebic Hepatitis and Liver Abscess 

L. L. Terry. and J. Bozicevicn. Southern Medical 
Journal [Sth. med. J.| 41, 691-702, Aug., 1948. | 8 figs., 
9 refs. 


The authors report the results of the clinical application 
of the complement-fixation test in 15 cases of amoebic 
infection of the liver in the United States. All the 
patients were in hospital and various diagnostic proce- 
dures were carried out, including x-ray and stool examina- 
tions. When amoebiasis was suspected a specimen of 
blood serum was tested by complement fixation, but the 
clinical data in these cases remained unknown to thos 
performing the test until its results had been reported. 
Among the 15 patients there were 6 with acute amoebic 
hepatitis, 2 with chronic hepatitis, 5 with acute abscess, 
and 2 with chronic abscess. The antigen was prepared 
as follows. 


A culture of Entamoeba histolytica, growing with a single 
bacterial organism “ t ’’, is inoculated into loops of gg! 
cellophane tubing, which are placed in Erlenmeyer asks 
containing coagulated egg-white overlaid with Locke's 
solution fortified with vitamins. The flasks are incubated at 
37° C. for 144 hours, after which the contents of the dialysing 


eg 
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tubes, comprising the amoebae, the organism “‘t”’, starch 

ules, and metabolic products, are collected and pooled. 

n “ merthiolate”’ is added to the pool (1 in 1,000 concen- 
tration) and the fluid is placed in a refrigerator at 5° C. for 
3days. The suspension is then centrifuged at 20,000 
revolutions per minute for 15 minutes, after which the sedi- 
ment is discarded and the supernatant fluid -is placed in 
dialysing tubing and allowed to dialyse in running tap water 
overnight, and then in three changes of distilled water. The 
dialysing tube containing the antigen is hung before an 
electric fan to allow the water to evaporate until the volume 
is reduced to one-fifth. The concentrated antigen is again 
centrifuged as previously and the residue is discarded. 


’ Sufficient sodium chloride is added to render the super- 


natant fluid isotonic, after which merthiolate is again added. 
Finally the antigen is titrated for specificity and sensitivity, a 
constant dilution of standard antisera being used. 


That dilution of antigen which gave a maximum fixa- 
tion of complement (12 units with strongly positive serum 
or 8 units with weakly positive serum) was employed for 
the complement-fixation tests. While this antigen was 
never haemolytic and did not give false-positive reactions 
with other parasites, false-negative reactions have been 
obtained in cases of symptomless carriers of E. histo- 
lytica. The method of carrying out the test was described 
elsewhere (Bozicevich et al., Publ. Hith Rep., Wash., 
1946, 61, 529). 

The results of the tests are described in detail and 
summarized in tabular form. The complement-fixation 
test was positive in 12 of the 15 cases of amoebic infection 
of the liver. The duration of the antibody titre after 
drug treatment has not been determined. From the 
available data it is concluded that this serological test 
is both of diagnostic and prognostic value in cases of 
amoebic involvement of the liver. C. A. Hoare 
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430. Histoplasmosis and Torulosis as Causes of Adrenal 
Insufficiency 

A.J. RAwson, L. H. CoLuins, and J. L. GRANT. Ameri- 
can Journal of the Medical Sciences [Amer. J. med. Sci.]} 
215, 363-371, April, 1948. 5 figs., 21 refs. 


There are here reported the ninth case in the literature 
of adrenal insufficiency due to histoplasmosis and the 
first due to torulosis. 

Histoplasmosis.—A woman aged 62 developed a 
granulomatous ulcer on the tongue. This did not 
respond to local therapy but improved considerably with 
potassium iodide. When treatment was stopped it 
recurred and did not respond a second time. The 
patient developed fever and lost weight. There was 
enlargement of the liver. Radiographs of the chest and 
gastro-intestinal tract were normal. The erythrocyte 
sedimentation rate was 55 mm. per hour but the blood 
count and sternal marrow were normal. Serum protein 
was 5-5 g. per 100 ml., and the albumin-globulin ratio 
was 1-5. The urine was free from Bence-Jones protein 
and otherwise normal. Blood pressure was normal. 
Three months later fever was still present and anorexia 
and weakness were pronounced. There was more 
buccal ulceration. Blood pressure fell to 90/70 mm. Hg. 
Skin tests for blastomycin, sporotrichin, coccidioidin, 
and histoplasmin were reported negative. Adrenal 


cortical extract and sodium chloride were ineffective in 
raising the blood pressure and death occurred soon after. 
Culture of the oral lesions grew Histoplasma capsulatum. 
At necropsy the adrenals were greatly enlarged, weighing 
60 g., and were replaced by firm, greyish-white fibro- 
caseous material, there being very little adrenal tissue. 
Disseminated granulomata were present in heart, lungs, 
liver, spleen, kidneys, lymph nodes, and the mouth. 
A diagnosis of histoplasmosis producing massive caseous 
necrosis of both adrenal glands was made. 
Torulosis.—The patient, a woman of 41 years, had a 
history of chronic productive cough for many years and 
generalized intermittent headaches for 15 years. After 
a mild blow on the head she became nauseated and 
vomited. The headaches became worse, and blurred 
vision and excessive fatigue developed. Blood pressure 
and temperature were normal. Vision in the right eye 
was 20/25 and in the left was reduced to counting fingers. 
There was debris on the posterior corneal surface. 
Tonsils were enlarged but there were no other abnor- 
malities in nervous or other systems. The spinal-fluid 
pressure was 190 mm.; the protein content was 150 
mg. per 100 ml., and there were 51 cells per c.mm. 
A diagnosis of bilateral uveitis with possible brain 
abscess or tumour was made. The patient improved 
temporarily on penicillin, but later vision further deterior- 
ated and she developed mental confusion and weakness 
of the legs. The left pupil became dilated and fixed, 
and the left corneal reflex was lost. Massive vitreous 
exudate finally obscured the fundus. She became in- 
coherent, then stuporose, and died suddenly. Blood 
pressure shortly before death was 110/80 mm. Hg. At 
necropsy the adrenal glands weighed 22 and 30 g. but on 
section they contained white purulent fluid. _Microscopi- 
cally ‘the entire gland was replaced by eosinophilic 
necrotic tissue which contained many organisms identified 
as Torula histolytica. There were focal torula lesions in 
the kidneys. The only nervous-system lesion found was 
a low-grade chronic meningitis consisting of round-cell 
infiltration, occasional giant cells and proliferation of 
fibroblasts. This was also attributed to the torulosis 
though no organisms were found. C. L. Cope 
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431. The Diagnosis of Rectal Schistosomiasis 

C. V. MEEsER, W. F. Ross, and D. M. Briair. Journal 
of Tropical Medicine and Hygiene [J. trop. Med. Hyg.) 51, 
91-94, May, 1948. 9 refs. 


The methods of diagnosis of rectal schistosomiasis by 
microscopical examination of the stool are reviewed. 
The results are satisfactory in countries where infestation 
is severe, but in countries such as Southern Rhodesia, 
where infestation is usually light, these methods are 
inadequate. The-authors examined 50 unselected cases 


by the cercarial antigen intradermal test, by rectal scrap- 
ing, and by rectal biopsy. The rectal scraper was three- 
grooved, as described by Weller (Amer. J. trop. Med., 
1947, 27, 41). Rectal biopsy was performed by passing 
long biopsy forceps through a sigmoidoscope and taking 
a snip about 13 cm. up from the anal margin. Evidence 
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of rectal schistosomiasis was found in 27 cases, 19 show- 
ing terminal-spined eggs (presumably S. haematobium) 
3 showing S. mansoni eggs, and 5 having double infec- 
tions. Only 2 cases were found positive by rectal scrap- 
ing, both for S.mansoni. The incidence of S. haematobium 
infestation in this series as determined by rectal biopsy 
is greatly in excess of that determined by stool examina- 
tion, and is probably explained by the failure of the eggs 
to penetrate into the lumen of the bowel, so that they do 
not appear in the stool. The failure of rectal scraping 
is at variance with the results achieved by Weller, and may 
be explained by the mildness of the present cases, and the 
absence of rectal mucus. It may be advantageous, there- 
fore, to use the scraper in the morning, before the bowels 
have moved, when mucus may still be present. Five 
cases in which there were negative skin reactions showed 
evidence of rectal schistosomiasis. It is likely that the 
eggs in these cases were not living, and it is thought 
possible that the only certain indication of active schisto- 
somiasis is the demonstration of miracidia. 
J. L. Markson 


432. Bilharzial Affection of the Ureter. A Study of 
110 Consecutive Necropsies Showing Vesical Bilharziasis 
M. GELFAND. British Medical Journal (Brit. med. J.] 1, 
1228-1230, June 26, 1948. 10 refs. 


The author examined 110 cases of vesical bilharzia 
post mortem. Bladder, ureters, and kidneys were 
removed in toto, and attention was directed particularly 
to the state of the ureters. In 25 of the cases there was 
dilatation of one or both ureters; only 3 showed stricture. 
Dilatation affected chiefly the lower third of the ureter, 
but the middle and upper thirds were not infrequently 
affected. Dilatation was present only in segments of the 
ureter which were involved by bilharzial disease, and was 
not secondary to obstruction. Hydronephrosis was 
found in 4 of the 25 cases showing dilatation, and in 1 of 
the 3 cases with stricture. Those ureters which were 
dilated were thickened, rigid, and elongated, and the 
mucosa of the affected area was roughened and granular. 
Histological examination revealed a deposition of ova 
in the submucosa and between the muscle bundles in the 
muscular layer, with varying degrees of fibrous-tissue and 
inflammatory reaction. Hydronephrosis may be attri- 
buted either to loss of ureteric peristalsis and subsequent 
urinary stasis or to reflux up an incompetent ureteric 
orifice during micturition. J. L. Markson 


433. Trichinosis in Kutdligssat, Greenland. (Trichi- 
nose i Kutdligssat) 

E. SKeELLeR. Ugeskrift for Leger (Ugeskr. Leg.] 110, 
602-607, May 20, 1948. 3 figs., 8 refs. 


The author describes an epidemic of trichinosis which 
occurred in Kutdligssat, Greenland, in the spring of 
1947, afflicting 132 people and causing 11 deaths. The 


main features of the clinical picture were gastro-intestinal 
symptoms (63 cases), muscular pain (80 cases), roseolar, 
morbilliform, or urticarial exanthemata (106 cases), and 
oedema (97 cases). Cardiovascular symptoms were not 
common; the blood pressure tended to be low but there 
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was no evidence of myocarditis in the great majority of 
cases. Myocarditis was, however, the probable cause of 
death in 8 of the 11 fatal cases. The author emphasizes 
the difference of the general picture from that normally 
described in the textbooks. B.- Nordin 


434. Trichinosis in Greenland. (Trikinose paa Grop- 
land) 

N. B. THorBorG, S. TuLinius, and H. Rotu. Ugeskrift 
for Leger (Ugeskr. Leg.] 110, 595-602, May 20, 1948. 
2 figs., 35 refs. 


The authors describe an epidemic which broke out in 
January, 1947, in Disko Bay and other parts of Green- 
land, attacking about 300 Greenlanders and causing 33 
deaths. The clinical features of the disease were an 
insidious onset (headache, fatigue, generalized pains), 
remittent pyrexia, an exanthem, oedema of the face and 
extremities, muscular weakness, sporadic diarrhoea and 
occasjonal rectal bleeding, a low blood pressure, and 
extreme apathy. The mortality was about 10%, death 
usually occurring in the fourth week and being due to 
myocarditis. The condition, which was not infective 
and was characterized by eosinophilia, was diagnosed 
after some time as trichinosis, the diagnosis being con- 
firmed by serological precipitation tests and post-mortem 
histological examination. A careful study of the patients’ 
diet showed that pork could be excluded as the source of 
the infection and suggested that walrus meat, dog meat, 
or white whale might be responsible. The authors point 
out that there has been no previous report of trichinosis 
in Greenland but suggest that the epidemics of “* typhoid” 
in 1944 and “ meat poisoning ”’ in 1933 were probably 
trichinosis. B. Nordin 


435. Anthiomaline and Neostibosan in the Treatment of 
Filariasis (Dirofilaria immitis) 

S.C. TRENT. Puerto Rico Journal of Public Health [P.R.J. 
publ. Hith] 23, 311-360, March, 1948. 20 figs., 17 refs. 


This paper gives a detailed description of the effect of 
*anthiomaline’’ and “ neostibosan”’’ on the micro- 


filariae and adult filarial worms of dogs infected with: 


Dirofilaria immitis. 

Six dogs were treated by intravenous anthiomaline, 
receiving 0-8 mg. of antimony per kilo body weight daily 
5 times a week until the microfilarial count became zero, 
when 2 further doses were given. All the dogs became 
free from microfilariae at the end of the third week of 
treatment and remained so during a 12-week observation 
period. The total effective dose of antimony varied 
from 126 to 277 mg. and appeared to be unrelated to the 
magnitude of the microfilarial count. Transient anor- 
exia was the only toxic manifestation. Motility appeared 
unaltered and no morphological changes were found in 
the microfilariae. Ina dog killed on the second day after 
the disappearance of the circulating microfilariae micro 
scopical examination revealed the presence of micro 
filariae in the kidneys and alveolar septa of the lungs. 
Necropsy was carried out on the remaining 5 dogs at the 
end of the 12-week observation period. Full details of 
the pathology are given. The lungs and kidneys were 
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chiefly affected, but these changes occurred also in the 
untreated controls. The adult worms were found in the 
right ventricle and pulmonary arteries. Of 36 found, 10 
were dead. Whatever the significance of this finding, the 
filaricidal action of anthiomaline is obviously not great. 
The testes and ovaries of the adult worms were essentially 
normal, the main change being failure of development 
by the ova beyond the unicellular stage and degenerative 
changes in the spermatozoa. The findings cast doubt on 


_ the permanence of the effects of anthiomaline. 


Six dogs were given intravenous neostibosan in dosage 
of 10 mg. antimony per kilo body weight daily 5 times a 
week for 14 doses. Eleven and a half weeks after treat- 
ment there was a 52 to 97% reduction in the microfilarial 
count. A second intensive course was then given, after 
which 5 dogs became microfilaria-free. Vomiting, 
anorexia, and adipsia occurred in 3 animals, 2 of which 
died and 1 of which was killed. The post-mortem find- 
ings consisted of degeneration and central necrosis of the 


hepatic lobules, and haemorrhages in the lungs and 


medulla of the kidneys, the changes being those of 
chronic antimony poisoning. The survivors remained 
free of microfilariae for an observation period of 12 
weeks. The motility and morphology of the circulating 
microfilariae were unchanged. In order to study the 
effect of neostibosan on the adult filarids, 6 dogs were 
given 2 intensive courses of the drug 11 weeks apart in 
dosage of 10 mg. of antimony per kilo body weight 5 days 
a week for 14 and 18 doses respectively. At necropsy, of 
71 worms recovered 63 were alive and motile. Female 
worms in 3 dogs examined 2 and 4 days after the second 
course of neostibosan contained ova in all developmental 
stages and microfilariae, but varying degrees of degenera- 
tion and necrosis were present in all of these forms. In 
the male worms, a few spermatozoa showed minor 
degenerative changes. Testes and ovaries were for the 
most part normal. In dogs examined 12 weeks after the 
disappearance of circulating microfilariae, the female 
worms contained normal ovaries with normal unicellular 
ova only. The males had normal testes and sperma- 
tozoa. 


It is pointed out that before the effect of neostibosan- 


and anthiomaline on the reproductive systems of the 
adult filarids can be accurately determined, a longer time 
interval should elapse between the cessation of therapy 
and examination of the animals. J. L. Markson 
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436. Reiter’s Syndrome. A Report on Four Patients 
Treated with Streptomycin 

T. A. WARTHIN. American Journal of Medicine [Amer. 
J. Med.) 4, 827-835, June, 1948. 2 figs., 30 refs. 


This report, one which has been awaited with interest, 
describes 4 cases of well-developed Reiter’s disease in 
males aged 21 to 23 treated with streptomycin. As the 
disease is one in which regression may occur at any time, 
and as some of the cases treated were already of long 
duration, even although the results are distinctly en- 


couraging, the possibility of coincidence is not overlooked 


and the conclusions are cautious. 
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The first patient had the usual triad of symptoms in 
1945 when he spent 8 months in hospital. Asa result of 
relapse or reinfection the triad recurred 1 year later with 
pyuria, a dry balanitis, high fever, and tachycardia in 
addition. Pleuropneumonia-like organisms were cul- 
tured from the urine and joint fluid and the electro- 
cardiogram (which is reproduced) showed second-degree 
heart block. Two million units of penicillin over 5 days 
failed to improve the arthritis, urethritis, conjunctivitis, 
or fever so 0-5 g. of streptomycin was given intra- 
muscularly every 3 hours for 6 days. During this time 
the temperature and pulse rate fell somewhat and the 
joints, eyes, and urine returned to normal though most 
striking improvement occurred during the week follow- 
ing conclusion of therapy. Subsequent urine cultures 
for pleuropneumonia-like organisms were also negative. 
Physiotherapy was then given and the patient was 
discharged well 24 months after treatment. Eight 
months later, after severe diarrhoea, he developed a 
further mild polyarthritis with low-grade fever and was 
successfully re-treated with a total of 40 g. of strepto- 
mycin over 10 days. 

The second case was also severe, with fever, the 
complete triad, and phimotic balanitis which later 
required dorsal slitting of the prepuce. The eye condi- 
tion cleared with a course of penicillin, but the other 
symptoms persisted and he was given 28 g. of strepto- 
mycin in divided doses 3-hourly over 7 days. Improve- 
ment was then immediate; he was still well 11 months 
later. The third case was a milder one with only slight 
fever, urethritis, and arthritis, the conjunctivitis having 
cleared up during the previous 24 months when the 
patient had been unsuccessfully treated with penicillin, 
sulphonamides, urethral irrigations, and neoarsphen- 
amine. After a week on salicylates without improvement, 
he was given 28 g. of streptomycin over 7 days with 
entirely satisfactory results. He was well 84 months later. 

The fourth patient had*‘non-specific urethritis in 1943 
and in 1946 developed a recurrent haematuria with a 
urethral discharge which responded to penicillin. In 
1947 he again had urethritis with arthritis, conjunctivitis, 
and fever, but these were not influenced by a course of 
penicillin. Repeated electrocardiograms showed varia- 
tions in the T waves consistent with a diagnosis of active 
myocarditis. Streptomycin, 24 g., was given in divided 
doses over 10 days with dramatic improvement towards 
the end of the course; he is known to have remained well 
8 months after therapy. R. R. Willcox 


437. Splenic Rupture in Infectious Mononucleosis 


J. J. Timmes, J. H. Averitt, and J. METCALFE. New 
England Journal of Medicine [New Engl. J. Med.] 239, 
173-175, July 29, 1948. 1 fig., 9 refs. 


Fourteen cases of rupture of the spleen in infectious 
mononucleosis are quoted from the literature. Rupture — 
commonly occurs spontaneously or following minimal 
trauma, such as that involved in defaecation or in 
palpation of the abdomen, and it commonly occurs in 
the third week of the disease. Two personally observed 
cases are recorded. In the 16 cases the mortality rate 
was 30%. The authors, who are attached to the U.S. 
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Naval Hospital at Newport, R.I., consider that the 
avoidance of trauma during infectious mononucleosis 
will lower the incidence of rupture, while increasing 
awareness of the possibility of rupture will ensure earlier 
operative intervention. Both factors should lower the 
mortality rate. Geoffrey McComas 
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438. Treatment of Rheumatic Fever with Sodium 
Salicylate and Ammonium Chloride. (Tratamiento de la 
fiebre reumatica con salicilato de sodio y cloruro de 
amonio) 

R. Q. PASQUALINI and M. C. LASCALEA. Prensa Médica 
Argentina [Prensa méd. argent. 35, 1091-1094, June 4, 
1948. 3 refs. 


At the Central Military Hospital, Buenos Aires, 35 
cases of acute rheumatism in young adults have been 
treated by the following method. Isotonic solutions of 
sodium salicylate (2-32%) and ammonium chloride 
(0-82%) were prepared and mixed in the proportion of 
750 ml. of the former to 500 ml. of the latter. The 
~ mixture was introduced by rectal drip at a rate of 35 
drops a minute for 2-hour periods with intervals of 2 
hours. An evacuant enema was given previously. 
Treatment continued for from 1 day to 15 days; each 
24 hours 17:4 g. of sodium salicylate and 4-1 g. of 
ammonium chloride were given in this manner. The 
rectal drip was discontinued when the temperature had 
been normal for 24 hours, and salicylate was then given 


by mouth in doses of 1 g. 2-hourly until the erythrocyte 


sedimentation rate became normal. A smaller dose was 
then administered for several months. 

In all cases but one, pain was relieved within 24 hours; 
the temperature became normal within this period in 8 
cases, within 2 days in 7, and within 3 days in 9. The 
erythrocyte sedimentation rate fell to normal more rapidly 
with this treatment than in cases treated with salicylates 
alone. In 7 cases of exudative pericarditis the result was 
particularly satisfactory. No signs of local irritation or 
of toxicity were observed. S. S. B. Gilder 


439. Rheumatic Fever in Childhood 

W. Weston. Journal of the American Medical Associa- 
tion [J. Amer. med. Ass.) 137, 675-682, June 19, 1948. 
3 figs., 35 refs. 


The author defines rheumatic fever as an acute or 
chronic systemic disease probably of infective origin 
characterized by fever, joint, muscular, skin, and nervous 
manifestations, and frequently involving the heart; 
it has a tendency to recur. In reviewing the aetiology 
of the disease he stresses the importance of implantation 
of the haemolytic streptococcus group A in the upper 
respiratory tract. The rheumatic subject responds 
abnormally to this infection and sensitization occurs to a 
bacterial antigen. Contributory factors are heredity, a 
diet low in protein and high in carbohydrate, poor hous- 
ing, unsuitable clothing, unhygienic surroundings, and 
exposure to sudden changes in temperature and damp- 
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ness. Rheumatic fever is universally distributed but 
most prevalent in cold damp climates. There are 
probably more than a million cases of the disease in the 
United States, at least half among children. White 
individuals are more susceptible than negroes, but the 
disease is more severe in the latter. 

The major clinical manifestations are carditis, 
arthralgia and migrating arthritis, chorea, and sub- 
cutaneous nodules. Minor manifestations include fever, 
abdominal and precordial pains, rashes, epistaxis, and 
pulmonary symptoms. A pre-rheumatic stage is des- 
cribed, with fatigability, febrile episodes, listlessness, 
restlessness in sleep, and failure to gain weight. In the 
author’s opinion growing pains have been considered 
of too little significance; many children having these 
pains subsequently develop rheumatic manifestations, 


- He stresses the importance of thorough and repeated 


cardiac examination. In rheumatic fever the first sign is 
the soft apical systolic murmur; as the disease progresses 
the mid-diastolic murmur indicative of mitral valvulitis 
appears. Examination in various postures and phases of 
respiration is necessary to distinguish organic from cardio- 
respiratory and functional murmurs. 

The differential diagnosis and pathology of the 
disease are discussed. Prognosis is determined by the 
severity of the attack with particular reference to the 
cardiac damage, the grade of chorea, and the number of 
reinfections. Also important are the provision of 
suitable environmental surroundings, a proper diet, and 
probably a change of climate. The outlook is poor, once 
congestive heart failure has occurred. 

Prompt recognition of the disease and early treatment 
are of the greatest value. Patients with active disease 
must rest completely in bed until all signs of decompensa- 
tion have cleared, and temperature and erythrocyte 
sedimentation rate are normal. The diet should provide 
sufficient calories, protein, vitamins, and minerals. The 
need for calcium and vitamin C, especially from natural 
sources, is stressed. The best drugs are salicylates, given 
in doses of gr. 14 (0-1 g.) per pound (0-45 kg.) body weight 
daily. The author advocates giving aluminium 
hydroxide, instead of the traditional sodium bicarbonate, 
with salicylate. Penicillin has not given good results and 
the sulphonamides are contraindicated in active rheumatic 
fever. Digitalis, sedatives, and oxygen may all be 
required. 

Sulphonamide prophylaxis is valuable in the manage- 
ment of the inactive stage of rheumatic fever. Owing to 
the possibility of summer relapses, administration all the 
year round is advised, in doses of 0-5 g. to 1 g. daily, 
Although very few instances of toxicity have been 
reported, continued supervision is necessary. The pro- 
vision of suitable diet and sunshine, and the treatment 
of psychosomatic symptoms, are also important. Unless 
the tonsils are diseased, tonsillectomy will not benefit the 
patient and may result in serious harm. The operation 
should not be performed during the active phase of 
rheumatic fever. 

The author advocates a ana for detection, investiga- 
tion, and follow-up of cases on the lines of the anti- 
tuberculosis schemes; -rheumatic fever should be a 
notifiable disease. P. T. Bray 


